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CLAIMS 



What is claimed is: 



5 l.\ A compound of Formula (I) 



O R 5 R 5a R6 A 




N 



Ft 3 R 3a 6 




(I) 



B 



if\ 10 or a pharmace\tically acceptable salt or prodrug thereof, 
C3 wherein: 

CO A is O or S; 

h 15 Q is -NR 1 R 2 ; 



R 1 , at each occurrence^, is independently selected from: 
H; 

Ci-C 6 alkyl substituted with 0-3 R la ; 
20 C3-C10 carbocycle substituted with 0-3 R lb ; 

Ce-Cio aryl substituted with 0-3 R lb ; and 

5 to 10 membered hetenocycle containing 1 to 4 

heteroatoms selected\ from nitrogen, oxygen, and 
sulphur, wherein said\5 to 10 membered heterocycle 
25 is substituted with 0-§ R lb ; 



30 



R la , at each occurrence, is independently selected from H, 
Ci-C 6 alkyl CI, F, Br, I, =o\ CN, N0 2 , NR 15 R 16 , CF 3 ; 
C3-C10 carbocycle substituted yith 0-3 R lb ; 
Ce-Cio aryl substituted with O-^B R lb ; and 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 majibered heterocycle 
is substituted with 0-3 R lb ; 



35 
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10 



15 



R 1 ^, at each occurrence, is independently selected from H, 
OH, CI, F, Br, I, CN, N0 2 , NR 15 R 16 , CF 3 , Ci-C 6 alkyl, 
C1-C4 alkoxy, C1-C6 haloalkyl, and C1-C4 haloalkoxy; 

R 2 is \j_ndependently selected from H, C1-C6 alkyl, C3-C10 
caMrbocycle, C6-C10 aryl, and 5 to 10 membered 
heterocycle containing 1 to 4 heteroatoms selected 
from\ nitrogen, oxygen, and sulphur; 

R 3 is - (CR 7 R 7a ) n -R 4 , 



20 



(CR 7 R 7 

(CR 7 R 7a 

(CR 7 R 7a 

(CR 7 R 7a 

(CR 7 R 7a 

(CR 7 R 7a 

(CR 7 R 7a 

(CR 7 R 7a 

(CR 7 R 7a 

(CR 7 R 7a 



n -S- (CR 7 R 7a ) m -R 4 , 
-O- (CR 7 R 7a ) m -R 4 , 
VN(R 7b ) ~ (CR 7 R 7a ) m -R 4 , 
(=0)-(CR 7 R 7a ) m -R 4 , 
n-^=0) 2 -(CR 7 R 7a ) m -R 4 , 
n -C(\pO)-(CR 7 R 7a ) m -R 4 , 
n -N(I^ b )C(=0) - (CR 7 R 7a ) m -R 4 , 
n -C (=0\N(R 7b ) - (CR 7 R 7a ) m -R 4 , 
n -N(R 7b ^S(=0) 2 -(CR 7 R 7a ) m -R 4 , or 
n" S ( =0 ) A( R 7b ) " ( CR 7 R 7a ) m -R 4 ; 



25 



n is 0 , 1 , 2 , or 3 ; 



m is 0, 1, 2, or 3; 



R 3a is H, OH, C1-C4 alkyl, Ci\C 4 alkoxy, C 2 -C 4 alkenyl 
or C 2 -C4 alkenyloxy; 



R 4 is H, OH, OR 14a , 
30 Ci-C 6 alkyl substituted with\0-3 R 4a , 

C 2 -C6 alkenyl substituted with 0-3 R 4a , 
C 2 -C 6 alkynyl substituted with\0-3 R 4a , 
C3-C10 carbocycle substituted with 0-3 R 4b , 
C6-C10 aryl substituted with 0-3\R 4b , or 
3 5 5 to 10 membered heterocycle containing 1 to 

heteroatoms selected from nitrogen, oxygen, 



and 
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^sulphur, wherein said 5 to 10 membered heterocycle 
lS substituted with 0-3 R 4b ; 



/r 

c<"° 



R 4a , at eat:h occurrence, is independently selected from is 
H, F,\ci, Br, I, CF 3/ 

C3-C10 \carbocycle substituted with 0-3 R 4b # 

Ce-Cio \ryl substituted with 0-3 R 4b , or 

5 to 10 Vnembered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphuA, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R 4b ; 



R 4b , at each occurrence, is independently selected from H, 
OH, CI, F, BA, I, CN, N0 2 , NR 15 R 16 , CF3 , acetyl, SCH 3 , 
15 S(=0)CH 3 , S(=d) 2 CH 3 , 

C1-C6 alkyl, C1VC4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxtf, and C1-C4 halothioalkyl-S- ; 



20 



25 



30 



R 5 is H, OR 14 ; 

Ci-C 6 alkyl substituted with 0-3 R 5b ; 

C1-C6 alkoxy substituted with 0-3 R 5b ; 

C 2 -C 6 alkenyl substituted with 0-3 R 5b ; 

C2-C 6 alkynyl substituted with 0-3 R 5b ; 

C 3 -Cio carbocycle substituted with 0-3 R 5c ; 

Ce-Cio aryl substituted with 0-3 R 5c ; or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected firom nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3\R 5c ; 

R 5a is H, OH, C1-C4 alkyl, C1-C4 \lkoxy, C2-C4 alkenyl, or 
C2-C4 alkenyloxy; 



R 5b , at each occurrence, is independently selected from: 
35 H, Ci-C 6 alkyl, CF 3 , OR 14 , CI, B^, Br, I, =0, CN, N0 2 , 

N Rl5 R 16. 

C 3 -Cio carbocycle substituted wit\i 0-3 R 5c ; 
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Q6-Cio aryl substituted with 0-3 R 5c ; or 

5 \to 10 membered heterocycle containing 1 to 4 

laeteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle 
is\ substituted with 0-3 R 5c ; 

R 5c , at eacHi occurrence, is independently selected from H, 
OH, C1,\f, Br, I, CN, N0 2 , NR 15 R 16 , CF 3 , acetyl, SCH 3 , 
S(=0)CH 3 \ S(=0) 2 CH 3 , 

Ci-C 6 alkVL, C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 halo^lkoxy, and C1-C4 halothioalkyl-S- ; 

R 6 is H; \ 

C1-C6 alkyl substituted with 0-3 R 6a ; 

C 3 -Cio carbocycle substituted with 0-3 R 6b ; or 

Ce-Cio aryl substituted with 0-3 R 6b ; 

R 6a , at each occurrence^, is independently selected from H, 
Ci-C 6 alkyl, OR 14 , (CI, F, Br, I, =0, CN, N0 2 , NR 15 R 16 , 
aryl or CF 3 ; \ 

R 6b , at each occurrence, isy independently selected from H, 
OH, CI, F, Br, I, CN, W) 2 , NR 15 R 16 , CF 3 , Ci-C 6 alkyl, 
C1-C4 alkoxy, C1-C4 haloialkyl, and C1-C4 haloalkoxy; 

R 7 , at each occurrence, is independently selected from H, 

OH, CI, F, Br, I, CN, N0 2 , >CF 3 , phenyl and C1-C4 alkyl; 

R 7a , at each occurrence, is independently selected from H, 
OH, CI, F, Br, I, CN, N0 2 , CF 3 \and C1-C4 alkyl; 

R 7b is independently selected from H and C1-C4 alkyl; 

Ring B is a 7 membered lactam or thiolactam, 

wherein the lactam or thiolactam isy saturated, 
partially saturated or unsaturated; 
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in 



10 



15 



wberein each additional lactam carbon or thiolactam 

.carbon is substituted with 0-2 R 11 ; and, 
optionally, the lactam or thiolactam contains a 

iteroatom selected from -0-, -S-, -S(=0)-, -S(=0) 2 - 

V-N=, -NH-, and -N(R 10 )-; 

additionally two R 11 substituents on adjacent atoms may be 
combined to form a benzo fused radical; wherein said 
benzo fi\sed radical is substituted with 0-4 R 13 ; 

additionally, fcwo R 11 substituents on adjacent atoms may be 
combined tV form a 5 to 6 membered heteroaryl fused 
radical, whterein said 5 to 6 membered heteroaryl fused 
radical comprises 1 or 2 heteroatoms selected from N, 
O, and S; wheorein said 5 to 6 membered heteroaryl 
fused radical \is substituted with 0-3 R 13 ; 



20 



additionally, two R 1 ^ substituents on the same or adjacent 
carbon atoms mayYbe combined to form a C3-C6 

carbocycle substituted with 0-3 R 13 ; 



25 



30 



R" is H, C(=0)R 17 , C(=0)\)R 17 , C ( =0 ) NR 18 R 19 , 
S(=0) 2 NR 18 R 19 , S.(=0) 2 I 
C1-C6 alkyl optionally substituted with 0-3 R 10a ; 
Ce-Cio aryl substituted^ with 0-4 R 10b ; 
C3-C10 carbocycle substituted with 0-3 R 10b ; or 
5 to 10 membered heterocVcle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5\to 10 membered heterocycle 
is substituted with 0-3 Wob. 



35 



R 10a , at each occurrence, is independently selected from H, 
C1-C6 alkyl, OR 14 , CI, F, Br, \, =0, CN, N0 2 , NR 15 R 16 , 
CF3, or aryl substituted with c\4 R 10b ; 

R 10b , at each occurrence, is independently selected from H, 
OH, Ci-C 6 alkyl, C1-C4 alkoxy, CI, \, Br, I, CN, N0 2 , 
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# 




10 



15 



20 



25 



30 



VNR 15 R 16 , CF 3/ acetyl, SCH 3 , S(=0)CH 3 , S(=0) 2 CH 3/ Ci-C 6 
Llkyl, C1-C4 alkoxy, C1-C4 haloalkyl, C1-C4 haloalkoxy, 
and C1-C4 haloalkyl-S- ; 

R 11 , at each occurrence, is independently selected from 
H, CiVc 4 alkoxy, CI, F, Br, I, =0, CN, N0 2 , .NR 18 R 19 , 
C ( =0) R 17 , C ( =0) OR 17 , C ( =0) NR 18 R 19 , S ( =0) 2 NR 18 R 19 , CF 3 ; . 
Ci-Ce a\kyl optionally substituted with 0-3 R lla ; 
C6-C10 aWl substituted with 0-3 R llb ; 
C 3 -Cio carbocycle substituted with 0-3 R llb ; or 
5 to 10 membered heterocycle containing 1 to 4 

heteroaKoms selected from nitrogen, oxygen, and 
sulphur , Wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R llb ; 

R lla , at each occurrence, is independently selected from 
H, Ci-C 6 alkyl,\OR 14 , CI, F, Br, I, =0, CN, N0 2 , 
NR 15 R 16 / CF3; 

phenyl substituted with 0-3 R llb ; 

C 3 -C 6 cycloalkyl substituted with 0-3 R llb ; and 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-B R llb ; 

R llb , at each occurrence, is ^independently selected from H, 
OH, CI, F, Br, I, CN, No\, NR 15 R 16 , CF 3 , acetyl, SCH 3 , 
S(=0)CH 3 , S(=0) 2 CH 3 , 

C1-C6 alkyl, C1-C4 alkoxy, ^Ci-C4 haloalkyl, 
C1-C4 haloalkoxy, and C1-C4 \ialothioalkyl-S- ; 



35 



Z is H; 

Ci-Ce alkyl substituted with lV3 R 12 ; 

C 2 -C4 alkenyl substituted with Y-3 R 12 ; 

C 2 -C4 alkynyl substituted with 1V3 R 12 ; 

C1-C8 alkyl substituted with 0-3 V?i2a. 

C 2 -C4 alkenyl substituted with 0-3\ R 12a ; 
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<7 



^ 10 



ffl 



15 



-C 4 alkynyl substituted with 0-3 R 12a ; 
Ce-^PlO aryl substituted with 0-4 R 12b ; 
C3-O10 carbocycle substituted with 0-4 R 12b ; or 
5 to\10 membered heterocycle containing 1 to 4 

sroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R 12b ; 

R 12 , at each occurrence, is independently selected from 
C6-C10 aryl\ substituted with 0-4 R 12b ; 
C3-C10 carbocycle substituted with 0-4 R 12b ; or 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms\ selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle 
is substitute^ with 0-3 R 12b ; 



20 



R 12a , at each occurrence, is independently selected from 
H, OH, CI, F, Br, \. CN, N0 2 , NR 15 R 16 , -C ( =0 ) NR 15 R 16 , 
CF 3 , acetyl, SCH 3 , S\(=0)CH 3 , S(=0) 2 CH 3 , 
Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxy, or C:\-C4 halothioalkyl-S- ; 



R 12b , at each occurrence, is independently selected from 
H, OH, CI, F, Br, I, CN, \N0 2 , NR 15 R 16 , CF 3 , acetyl, 
25 SCH 3 , S(=0)CH 3 , S(=0) 2 CH 3 , 

Ci-Ce alkyl, C1-C4 alkoxy, $i-C4 haloalkyl, 
C1-C4 haloalkoxy, and C1-C4 halothioalkyl-S-; 

R 13 , at each occurrence, is independently selected from 
30 H, OH, C1-C6 alkyl, C1-C4 alkox^, CI, F, Br, I, CN, 

N0 2 , NR 15 R 16 , and CF 3 ; 



35 



R 14 is H, phenyl, benzyl, Ci-Ce alkyl, \ 2 -C6 alkoxyalkyl , or 
C 3 -Ce cycloalkyl; 

R 14a is H, phenyl, benzyl, or C1-C4 alkyl ; 
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R x \, at each occurrence, is independently selected from H, 
\ Ci-C 6 alkyl, benzyl, phenethyl , (Ci-C 6 alkyl) -C (=0) - , 
\and (Ci-C 6 alkyl) -S (=0) 2 -; 

R 16 , an each occurrence, is independently selected from 
H,\oH, Ci-Ce alkyl, benzyl, phenethyl, 
(cAc 6 alkyl) -C<=0) -, and (Ci-C 6 alkyl) -S (=0) 2 -; 

R 17 is H, Qi-Ce alkyl, C2~Ce alkoxyalkyl, 
aryl substituted by 0-4 R 17a , or 
-CH 2 -arYl substituted by 0-4 R 17a ; 

R l7a j_ s h , methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
propoxy, butoxy, -OH, F, CI, Br, I, CF 3 , 0CF 3 , SCH3 , 
S(0)CH 3 , So\cH 3 , -NH2 / -N(CH 3 ) 2 , or C1-C4 haloalkyl ; 

R 18 , at each occurrence, is independently selected from 
H, Ci-Ce alkyl\ phenyl, benzyl, phenethyl, 
<Ci-C 6 alkyl) -c\=0) and (Ci-C 6 alkyl ) -S ( =0) 2 - ; and 

R 19 , at each occurrence\ is independently selected from 
H, OH, Ci-Ce alkyl ,\r>henyl , benzyl, phenethyl, 
(Ci-C 6 alkyl) -C (=0) -\ and (Ci-C 6 alkyl) -S (=0) 2 - ; 

provided, when R 13 is H, \ 
then Z is H; V 

C 4 -C 8 alkyl substituted with 1-3 R 12 ; 

C2-C4 alkenyl substituted ^ith 1-3 R 12 ; 

C2-C4 alkynyl substituted w^th 1-3 R 12 ; 

Ci-Ce alkyl substituted with\p-3 R 12a ; 

C2-C4 alkenyl substituted witA 0-3 R 12a ; or 

C2-C4 alkynyl substituted with NO -3 R 12a ; and 

provided, when ring B is a 1 , 3 , 4 , 5-teorahydro-l- ( Z ) -5- 
(R 10 ) -6 , 6,7, 7-tetra (R 11 ) -2 , 4-dioxo-2H-l A5-diazepin-3 -yl 
core, and R 13 is H; then \ 
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\ 



R 10 rs H, C(=0)R 17 , C(=0)OR 17 , C (=0)NR 18 R 19 , 
S(\0) 2 NR 18 R 19 , S(=0) 2 R 17 ; or 

Ci-Ck alkyl optionally substituted with 0-3 R 10a ; 



10 



R 10a / at each\pccurrence, is independently selected from 
H, Ci-C 6 a^kyl, OR 14 , Cl, F, Br, I, =0, CN, N0 2 , 
NR 15 R 16 / and\CF 3 . 

2. A compound, according to Claim 1, of Formula (la): 



HoN 



P\R 5 R 5a R 6 A 



R 3 R 



3aN 




B 



(la) 



or a pharmaceutical ly acceptable sa\f or prodrug thereof, 
15 wherein: 



20 




Z is H; 

Ci-C 8 alkyl substituted with 0-3 R 12a ; 

C2-C4 alkenyl substituted with 0-3 R 12a ;\pr 

C2-C4 alkynyl substituted with 0-3 R 12a . 



4 n 



3. A confjoound according to Claim 2 of Formula (la) 
wherein: 

25 R 3 is -(CR 7 R 7a )VR 4 , 

- (CR 7 R 7a ) n -s\(CR 7 R 7a ) m -R 4 , 

- (CR 7 R 7a ) n -0- (OR 7 R 7a ) m -R 4 , or 

- ( CR 7 R 7a ) n -N ( R 7b \ ( CR 7 R 7a ) m -R 4 ; 



3 0 n is 0, 1, or 2 ; 



m is 0, 1, or 2 ; 



R 3a is H, OH, methyl, ethyl, propyl, butyl, methoxy, 
35 ethoxy, propoxy, butoxy, allylv or 3 -buten-l-yl ; 
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# 



is H, OH, OR 14a , 

Ci-C 6 alkyl substituted with 0-3 R 4a , 
C2-C6 alkenyl substituted with 0-3 R 4a , 
c\-C 6 alkynyl substituted with 0-3 R 4a , 
C3-Nrio carbocycle substituted with 0-3 R 4b , 
C6-c\o aryl substituted with 0-3 R 4b , or 
5 to M membered heterocycle containing 1 to 4 

hetelsoatoms selected from nitrogen, oxygen, and 
sulphiSfcar, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R 4b ; 

R 4a , at each occurrence, is independently selected from is 
H, F, CI, Br,\l, CF 3 , 

C3-C10 carbocycvLe substituted with 0-3 R 4b , 

Ce-Cio aryl substituted with 0-3 R 4b , or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms seleVted from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle 
is substituted with\0-3 R 4b ; 

R 4b , at each occurrence, is independently selected from H, 
OH, CI, F, Br, I, CN, N0 2 \nR 15 R 16 , CF 3 , acetyl, SCH 3 , 
S(=0)CH 3 , S(=0) 2 CH 3/ Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-C4 ha["loalkoxy; 

R 5 is H, OR 14 ; \ 

Ci-Ce alkyl substituted with 0-3\R 5b ; 

Ci-Ce alkoxy substituted with 0-3\R 5b ; 

C2-C6 alkenyl substituted with 0-3 V 5b ; 

C2-C6 alkynyl substituted with 0-3 RV; 

C 3 -Cio carbocycle substituted with 0-3\R 5c ; 

C6-C10 aryl substituted with 0-3 R 5c ; ok 

5 to 10 membered heterocycle containing Y to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R 5c ; \ 
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10 



\r 53 is H or C1-C4 alkyl; 
\ 

R 51 \ at each occurrence, is independently selected from: 
\h, C1-C6 alkyl, CF 3 , OR 14 , CI, F, Br, I, =0, CN, N0 2 , 
NR 15 R 16. 

c 3^ClO carbocycle substituted with-0-3 R 5c ; 
Ce-C^P ar y! substituted with 0-3 R 5c ; or 
5 to M membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphubc, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R 5c ; 



R 5c , at each occurrence, is independently selected from H, 
15 OH, CI, F, Br,\l, CN, N0 2 , NR 15 R 16 , CF 3 , acetyl, SCH 3 , 

S(=0)CH 3 , S(=0) 2 CSH 3 , Ci-C 6 alkyl, C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-N24 haloalkoxy; 

R 6 is H, methyl, or ethyl • s 

20 

R 7 , at each occurrence, is iiidependently selected from H, 

OH, CI, F, Br, I, CN, NO2V CF 3 ' Phenyl and C1-C4 alkyl; 

R 7a , at each occurrence, is independently selected from H, 
25 OH, CI, F, Br, I, CN, N0 2 , Cf\, and C1-C4 alkyl; 

R 7b is independently selected from H,\methyl, ethyl, 
propyl , and butyl ; 



3 0 Ring B is a 7 membered lactam or thiolact? 

wherein the lactam or thiolactam is saturated, 

partially saturated or unsaturated; 
wherein each additional lactam carbon orV thiolactam 
carbon is substituted with 0-2 R 11 ; and\ 
35 optionally, the lactam or thiolactam contains a 

heteroatom selected from, -0-, -S-, -S(-0) > 
S(=0) 2 -, -N=, -NH-, and -N(R 10 )-; 
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^^^ditionally, two R 11 substituents on adjacent atoms may be 
combined to form a benzo fused radical; wherein said 
\>enzo fused radical is substituted with 0-3 R 13 ; 



10 



\ 



additionally, two R 11 substituents on adjacent atoms may be 
combi\ed to form a 5 to 6 membered heteroaryl fused 
radical^ wherein said 5 to 6 membered heteroaryl fused 
radical 6pmprises 1 or 2 heteroatoms selected from N, 
O, and S; \jierein said 5 to 6 membered heteroaryl 
fused radical is substituted with 0-3 R 13 ; 



15 



additionally, two R x \ substituents on the same or adjacent 
carbon atoms may Toe combined to form a C3-C6 
carbocycle substituted with 0-3 R 13 ; 



R 10 is H, C(=0)R 17 , C(=0)ORV, C(=0)NR 18 R 19 , 
S ( =0) 2 NR 18 R 19 , S ( =0) 2 R 17 ; 

Ci-C 6 alkyl optionally substituted with 0-2 R 10a ; 
20 C 6 -Cio aryl substituted witk 0-4 R 10b ; 

C3-C10 carbocycle substituteo\with 0-3 R 10b ; or 
5 to 10 membered heterocycle (Containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 \embered heterocycle 
25 is substituted with 0-3 R 10b ; 



30 



R 10a , at each occurrence, is independently\selected from H, 
Ci-C 6 alkyl, OR 14 , Cl, F, Br, 1, =0, CNV N0 2 , NR 15 R 16 , 
CF 3 , or phenyl substituted with 0-4 R 10b ; 

R 10b , at each occurrence, is independently, selected from H, 
OH, Ci-C 6 alkyl, C1-C4 alkoxy, Cl, F, Br, I,\£N, N0 2 , 
NR 15 R 16 , or CF 3 ; 



3 5 R 11 , at each occurrence, is independently selected frc 

H, C1-C4 alkoxy, Cl, F, Br, I, =0, CN, N0 2 , NR 18 R 19 > 
C(=0)R 17 , C(=0)OR 17 , C (=0)NR 18 R 19 , S ( =0) 2 NR 18 R 19 , CF 3 > 
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/ 



rnt 



\ C1-C6 alkyl optionally substituted with 0-3 R lla ; 
-6-C10 aryl substituted with 0-3 R llb ; 
l-Cio carbocycle substituted with 0-3 R llb ; or 
5 \p 10 membered heterocycle containing 1 to 4 

:eroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R llb ; 



R lla , at each occurrence , is independently selected from H, 
10 Ci-C 6 alkylAOR 14 , Cl, F, Br, I, =0, CN, N0 2 , NR 15 R 16 , 

CF3 , or phenyls, substituted with 0-3 R llb ; 



15 



R llb , at each occurrence, is independently selected from 
H, OH, Cl, F, Br, \, CN, N0 2 , NR 15 R 16 , CF 3 , acetyl, 
SCH 3 , S(=0)CH 3 , S(=0\2CH 3 , C1-C6 alkyl, C1-C4 alkoxy, 
C1-C4 haloalkyl, and Oa-C4 haloalkoxy; 



20 



Z is H; 

C1-C6 alkyl substituted wiYh 0-3 R 12a ; 

C2-C4 alkenyl substituted waSth 0-3 R 12a ** or 

C2-C4 alkynyl substituted with 0-3 R 12a ? 



25 



R 12a , at each occurrence, is independently selected from 
H, OH, Cl, F, Br, I, CN, N0 2 , NR^R 16 , CF 3 , acetyl, 
SCH 3 , S(=0)CH 3 , S(=0) 2 CH 3 , Ci-C 6 alkyl , C1-C4 alkoxy, 
C1-C4 haloalkyl, and C1-C4 haloalko: 



30 



R 13 , at each occurrence, is independently selected from 
H, OH, Ci-Ce alkyl, C1-C4 alkoxy, Cl, F, \r , I, CN, 
N0 2 , NR 15 R 16 , and CF 3 ; 



R 14 is H, phenyl, benzyl, C1-C6 alkyl, or C2-C6 allcoxyalkyl ; 



35 



R 14a is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 
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k^, at each occurrence, is independently selected from H, 
Ci-Ce alkyl, benzyl, phenethyl, (Ci-Ce alkyl) -C (=0) - , 
axel (Ci-C 6 alkyl) -S (=0) 2 -; 

R 16 , at eacfkoccurrence, is independently selected from 
H, OH, Ci\C6 alkyl, benzyl, phenethyl, 
(Ci-C 6 alky^-C(=0) -, and (Ci-C 6 alkyl ) -S ( =0) 2 - ; 



R 17 is H, C1-C6 alkyl ,\C 2 -C6 alkoxyalkyl, 
10 aryl substituted by\0-4 R 17a , or 

-CH 2 -aryl substitutecNby 0-4 R 17a ; 



15 



R 17a i s h, methyl, ethyl, propyl^ butyl, methoxy, ethoxy, 
propoxy, butoxy, -OH, F, Cl\Br, I, CF 3 , 0CF 3 , SCH 3 , 
S(0)CH 3 , S0 2 CH 3 , -NH 2 , -N(CH 3 )\ or C1-C4 haloalkyl; 



20 



R 18 , at each occurrence, is independently selected from 
H, Ci-Ce alkyl, phenyl, benzyl, phenethyl, 
(Ci-C 6 alkyl) -C (=0) -, and (Ci-C 6 alkyl )\s ( =0) 2 - ; and 

R 19 , at each occurrence, is independently selected from 
H, OH, C1-C6 alkyl, phenyl, benzyl, phenethyl 
(Ci-C 6 alkyl) -C(=0) -, and (Ci-C 6 alkyl ) -S ( =0) 2 -\ 



25 



30 



35 



4. A compound according to Claim 3 of Formula (la) 
wherein: 

R 3 is -(CHR 7 ) n \ 4 , 
n is 0 or 1; 

R 3a is H, OH, methyl, euhyl , propyl, butyl, methoxy, 

ethoxy, propoxy, buthjey, allyl, or 3 -buten-l-yl ; 

R 4 is H, OH, 0R 14a , 

C1-C4 alkyl substituted wibh 0-2 R 4a , 



-193- 



f 1 ^ 



15 



K-C4 alkenyl substituted with 0-2 R 4a , 
C2^C4 alkynyl substituted with 0-1 R 4a , 
C 3 -c\ carbocycle substituted with 0-3 R 4b , 
C6-Cio\aryl substituted with 0-3 R 4b , or 
5 to 6 niembered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphuA wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 4b ; 

R 4a , at each occurrence, is independently selected from is 
H, F, CI, Br,V, CF 3 , 

C3-C6 carbocycl^ substituted with 0-3 R 4b , 

phenyl substituted with 0-3 R 4b , or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein s^id 5 to 6 membered heterocycle is 
substituted with 0-^8 R 4b ; 



R 4b , at each occurrence, is independently selected from H, 
2 0 OH, CI, F, Br, I, CN, N0 2 \ NR 15 R 16 , CF 3 , acetyl, SCH 3 , 

S(=0)CH 3 , S(=0) 2 CH 3 , C1-C4 \lkyl, C1-C3 alkoxy, C1-C2 
haloalkyl, and C1-C2 haloalk^xy; 

R 5 is H, OR 14 ; 
25 C1-C4 alkyl substituted with 0-3\R 5b ; 

C2-C4 alkenyl substituted with 0-^8 R 5b ; 
C2-C4 alkynyl substituted with 0-3\R 5b ; 



30 



35 



R 5a is H, methyl, ethyl, propyl, or butyl r 

R 5b , at each occurrence, is independently selected from: 

H, methyl, ethyl, propyl, butyl, CF 3 , OR\ 4 , CI, F, Br, 

I, =0; 

C 3 -C6 carbocycle substituted with 0-3 R 5c ; 
phenyl substituted with 0-3 R 5c ; or 
5 to 6 membered heterocycle containing 1 to 

heteroatoms selected from nitrogen, oxygen, \and 
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sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 5c ; 

R 5c ,\ at each occurrence, is independently selected from H, 
5 \OH, CI, F, Br, I, CN, N0 2 , NR 15 R 16 , CF 3 , acetyl, SCH 3 , 

;=0)CH 3/ S(=0) 2 CH 3/ C1-C4 alkyl, C1-C3 alkoxy, C3.-C2 
.oalkyl, and C1-C2 haloalkoxy; 



IH R 6 is H; 



R 7 , at each occurrence, is independently selected from H, 
F, CF 3 , methyl, and ethyl; 

Ring B is a 7 membered lactam or thiolactam, 
15 wherein theNlactam or thiolactam is saturated, 

partially saturated or unsaturated; 
wherein each additional lactam carbon or thiolactam 

carbon is substituted with 0-2 R 11 ; and, 
optionally, the lactam or thiolactam contains a 
2 0 heteroatom selected from -N-, -NH-, and -N(R 10 )-; 



25 



30 



additionally, two R 11 substituents on adjacent atoms may be 
combined to form a benVo fused radical; wherein said 
benzo fused radical is Substituted with 0-2 R 13 ; 

additionally, two R 11 substituents on adjacent atoms may be 
combined to form a 5 to 6 membered heteroaryl fused 
radical, wherein said 5 to 6 Vembered heteroaryl fused 
radical comprises 1 or 2 heteroatoms selected from N, 
0, and S; wherein said 5 to 6 membered heteroaryl 
fused radical is substituted witl^ 0-2 R 13 ; 



35 



additionally, two R 11 substituents on th^, same or adjacent 
carbon atoms may be combined to form\a C 3 -C6 
carbocycle substituted with 0-2 R 13 ; 



R 10 is H, C(=0)R 17 , C(=0)OR 17 ; 
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15 



"1-C4 alkyl optionally substituted with 0-1 R 10a ; 

lenyl substituted with 0-4 R 10b ; 
C 3 -*Ce carbocycle substituted with 0-3 R 10b ; or 
5 toi 6 membered heterocycle containing 1 to 4 

heVeroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 10b ; 

R 10a , at each occurrence, is independently selected from H, 
C1-C4 alkyl\ OR 14 , CI, F, Br, I, =0, CN, N0 2 , NR 15 R 16 , 
CF 3/ or phenyl substituted with 0-4 R 10b ; 

R 10b , at each occurrence, is independently selected from H, 
OH, C1-C4 alkyl\ C1-C3 alkoxy, CI, F, Br, I, CN, N0 2 , 
NR 15 R 16 , or CF 3 ; 



R 11 , at each occurrenceV is independently selected from 
H, C1-C4 alkoxy, C1,\F, =0, NR 18 R 19 , C(=0)R 17 , 
C (=0)OR 17 , CF 3 ; 

20 Ci-Ce alkyl optionally\substi tuted with 0-3 R lla ; 

Ce-Cio aryl substituted \zith 0-3 R llb ; 
C3-6 carbocycle substituted with 0-3 R llb ; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected frortk nitrogen, oxygen, and 
2 5 sulphur, wherein said 5 to\6 membered heterocycle is 

substituted with 0-3 R llb ; 



30 



R lla , at each occurrence, is independently selected from H, 
C1-C4 alkyl, OR 14 , F, =0, NR 15 R 16 ,\CF 3 , or phenyl 

substituted with 0-3 R llb ; 



35 



R llb , at each occurrence, is independently^ selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 , C1-C4 alkyl, G^.-C 3 alkoxy, 
C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

Z is H; 

C1-C4 alkyl substituted with 0-3 R 12a ? 
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^C2-C4 alkenyl substituted with 0-3 R 12a; or 
C2-C4 alkynyl substituted with 0-3 R 12a '' 



R 12a , at\ each occurrence, is independently selected from 
5 H, ©H, Cl, F, NR 15 R 16 , CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 

f Y) S(=o\ 2 CH 3 , C1-C4 alkyl, C1-C3 alkoxy, Ci-C 2 haloalkyl, 

J /\ and c\-C2 haloalkoxy; 

*V — , 

(, R 13 / at each\occurrence , is independently selected from 



10 



stss. 



H, OH, C\-C 6 alkyl, C1-C4 alkoxy, Cl, F, Br, I, CN, 
N0 2 , NR 15 R 16 , and CF 3 ; 



R 14 is H, phenylV benzyl, C1-C4 alkyl, or C2-C4 alkoxyalkyl ; 



15 R 15 , at each occurrence, is independently selected from H, 
C1-C4 alkyl, benzyl, phenethyl, (C1-C4 alkyl ) -C ( =0) - , 

and (C1-C4 alkyO.) -S(=0)2~; 

R 16 , at each occurrence, is independently selected from 
2 0 H, OH, C1-C4 alkyl\ benzyl, phenethyl, 

(C1-C4 alkyl) -C (=0)\, and (C1-C4 alkyl) -S (=0) 2 -; 



25 



R 17 is H, methyl, ethyl, propyl, butyl, methoxymethyl , 
ethoxymethyl , methoxyeohyl , ethoxyethyl , 
phenyl substituted by 0-A3 R 17a , or 
-CH 2 -phenyl substituted by 0-3 R 17a ; 



R 17a is H, methyl, methoxy, -OH, V, Cl, CF 3 , or 0CF 3 ; 

3 0 R 18 , at each occurrence, is independently selected from 

H, methyl, ethyl, propyl, buty\, phenyl, benzyl, and 
phenethyl ; 



R 19 , at each occurrence, is independently selected from 
3 5 H, methyl, and ethyl. 



-197- 




-198- 




HoN 




(Ic) 

or a pharmacelitically acceptable salt or prodrug thereof 
wherein 

R 3 is R 4 , 



10 



R 4 is C1-C4 alkyl Substituted with 0-1 R 4a , 

C2-C4 alkenyl Substituted with 0-1 R 4a , or 
C2-C4 alkynyl Substituted with 0-1 R 4a ; 



R 4a , at each occurrence, is independently selected from 
H, F, CF 3/ 

C3-C6 carbocycle sxibstituted with 0-3 R 4b , 

15 phenyl substituted kth 0-3 R 4b , or 

5 to 6 membered hetesocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein sard 5 to 6 membered heterocycle is 
substituted with 0-3 K 4b ; wherein said 5 to 6 

2 0 membered heterocycle rte selected from pyridinyl, 

pyrimidinyl , triazinyl ,\ f uranyl , thienyl , thiazolyl , 
pyrrolyl, piperazinyl, pYperidinyl, pyrazolyl, 
imidazolyl, oxazolyl, isokazolyl, and tetrazolyl; 



25 R 4b , at each occurrence, is independently selected from H, 
OH, CI, F, NR 15 R 16 , CF 3/ acetyl ,\ SCH 3 , S(=0)CH 3/ 
S(=0)2CH3, methyl, ethyl, propyl\ butyl , methoxy, 
ethoxy, propoxy, C1-C2 haloalkyl , \and C1-C2 haloalkoxy; 



30 



R 5 is C1-C4 alkyl substituted with 0-1 R$P; 

C2-C4 alkenyl substituted with 0-1 R^; 
C2-C4 alkynyl substituted with 0-1 R 5] *c 




10 



a 



at each occurrence, is independently selected from: 
H, methyl, ethyl, propyl, butyl, CF3 , OR 14 , =0; 
C3-C6 carbocycle substituted with 0-2 R 5c ; 
phenyl substituted with 0-3 R 5c ; or 

to 6 membered heterocycle containing 1 to 4 
leteroatoms selected from nitrogen, oxygen, and 

ilphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 5c ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, f uranyl , thienyl, thiazolyl, 
pyrroWl, piperazinyl, piperidinyl, pyrazolyl, 
imidazoslyl , oxazolyl , isoxazolyl, and tetrazolyl; 



R 5c , at each occurrence, is independently selected from H, 
15 OH, CI, F, NRl 5 R 16 , CF 3 , acetyl, SCH3 , S(=0)CH 3 , 

S(=0)2CH3, metWl, ethyl, propyl, butyl, methoxy, 
ethoxy, propoxy\ C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

R 11 , at each occurrence\ is independently selected from 
20 H, =0, NR 18 R 19 , CF 3 ; 

C1-C4 alkyl optionallV substituted with 0-1 R lla ; 
phenyl substituted with 0-3 R llb ; 

C3-C6 carbocycle substituted with 0-3 R llb ; and 
5 to 6 membered heterocycle containing 1 to 4 
25 heteroatoms selected fr<$m nitrogen, oxygen, and 

sulphur, wherein said 5 6d 6 membered heterocycle is 
substituted with 0-3 R llb ; Wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, f uranyl, thienyl, thiazolyl, 
3 0 pyrrolyl, piperazinyl, pipericbinyl , pyrazolyl, 

imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 



35 



R lla , at each occurrence, is independently^ selected from H, 
C1-C4 alkyl, OR 14 , F, CI, =0, NR 15 R 16 , \:F 3 , or phenyl 

substituted with 0-3 R llb ; 
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15 



at each occurrence, is independently selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 , methyl, ethyl, propyl, butyl, 
methoxy, ethoxy, propoxy, C1-C2 haloalkyl , and C1-C2 
laloalkoxy ; 

Z is H; 

C1-64 alkyl substituted with 0-3 R 12a ; 
C2-C4\alkenyl substituted with 0-3 R 12a '" or 
C2-C4 klkynyl substituted with 0-3R 12a; 

R 12a , at each occurrence, is independently selected from 
H, OH, CI, \F, NR 15 R 16 , CF 3 , acetyl, SCH3 , S(=0)CH 3 , 
S(=0)2CH 3 , mtethyl, ethyl, propyl, butyl, methoxy, 
ethoxy, propoVy, C1-C2 haloalkyl, and C1-C2 haloa : lkoxy ; 

R 13 , at each occurrence, is independently selected from 

H, OH, methyl, etthyl, propyl, butyl, methoxy, ethoxy, 
CI, F, Br, CN, NR^R 16 , and CF 3 ; 



□ 2 0 R 14 is H, phenyl, benzyl, Viethyl, ethyl, propyl, or butyl; 

R 15 , at each occurrence, is Independently selected from H, 
methyl, ethyl, propyl, aiid butyl; 

25 R 16 , at each occurrence, is independently selected from 
H, OH, methyl, ethyl, propyl\ butyl, benzyl, 
phenethyl, methyl -C (=0) -, etlAl-C (=0) -, 
methyl-S (=0) 2- # and ethyl -S ( =0)^- ; 

3 0 R 18 , at each occurrence, is independently selected from 

H, methyl, ethyl, propyl, butyl, phenyl, benzyl, and 
phenethyl ; and 



R 19 , at each occurrence, is independently selected from 
35 H, methyl, and ethyl. 
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7. A compound according to Claim 5 of Formula (Id): 



y3 

i n 



\ 



\ 



\ 




(Id) 

or a pharmaceu^ically acceptable salt or prodrug thereof 
wherein : 

R 3 is R 4 , 



10 R 4 is C1-C4 alkyl substituted with 0-1 R 4a , 

C2-C4 alkenyl substituted with 0-1 R 4a , or 
C2-C4 alkynyl substituted with 0-1 R 4a ; 

R 4a , at each occurrence, \s independently selected from 
15 H, F , CF 3 , 

C3-C6 carbocycle substituted with 0-3 R 4b , 
phenyl substituted with\0-3 R 4b , or 
5 to 6 membered heterocyale containing 1 to 4 

heteroatoms selected frbm nitrogen, oxygen, and 
2 0 sulphur, wherein said 5 Vo 6 membered heterocycle is 

substituted with 0-3 R 4b Awherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, p^&ea^^^inyl , pyrazolyl, 
25 imidazolyl, oxazolyl, is^^&^T^and tetrazolyl; 



30 



R 4b , at each occurrence, is independently selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 , acetyl, SClK, S(=0)CH 3 , 
S(=0)2CH 3 , methyl, ethyl, propyl, buftyl, methoxy, 
ethoxy, propoxy, C1-C2 haloalkyl, and\Ci-C2 haloalkoxy; 



R 5 is C1-C4 alkyl substituted with 0-1 R 5b ; 

C2-C4 alkenyl substituted with 0-1 R 5b ; 
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C2-C4 alkynyl substituted with 0-1 R 5b ; 
\ 

R 5b , atveach occurrence, is independently selected from: 
H, methyl, ethyl, propyl, butyl, CF 3 , OR 14 , =0; 
5 C 3 -Ce\:arbocycle substituted with 0-2 R 5c ; 

phenyl \ubstituted with 0-3 R 5c ; or 
5 to 6 mefebered heterocycle containing 1 to 4 

heteroatcmis selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
10 substituted Vith 0-3 R 5c ; wherein said 5 to 6 

membered heteijspcycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, f uranyl , thienyl, thiazolyl, 
pyrrolyl, piperazdnyl, piperidinyl, pyrazolyl, 
imidazolyl, oxazolVl, isoxazolyl, and tetrazolyl; 



15 



20 



R 5c , at each occurrence, is independently selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH 3 , methyl, ethyl, p\ppyl , butyl, methoxy, 
ethoxy, propoxy, C1-C2 haloaPkyl, and C1-C2 haloalkoxy; 



R 11 , at each occurrence, is independently selected from 
. H, =0, NR 18 R 19 , CF 3 ; 
C1-C4 alkyl optionally substituted \ith 0-1 R lla ; 
phenyl substituted with 0-3 R llb ; 
25 C 3 -Ce carbocycle substituted with 0-3 V llb ; or 

5 to 6 membered heterocycle containingVL to 4 

heteroatoms selected from nitrogens, oxygen, and 
sulphur, wherein said 5 to 6 memb^WcNq^terocycle is 
substituted with 0-3 R llb ; wherein s^oS^^o 6 
3 0 membered heterocycle is selected f rom^yra^d^iyl , 

pyrimidinyl, triazinyl, f uranyl, thienyl, ohiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazob 
imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 



35 R lla , at each occurrence, is independently selected f roifk H, 
C1-C4 alkyl, OR 14 , F, CI, =0, NR 15 R 16 , CF 3 , or phenyls 
substituted with 0-3 R llb ; 
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?& lb / at each oc 
\ OH, CI, F, 



>ccurrence, is independently selected from H, 
NR 15 R 16 , CF 3 , methyl, ethyl, propyl, butyl, 
methoxy, ethoxy, propoxy, C1-C2 haloalkyl, and C1-C2 
iloalkoxy ; 



10 



Z is H; 

Ci-cAalkyl substituted with 0-3 Rl 2 *; 
C2-C4 \lkenyl substituted with 0-3 R* 2 *; or 
C2-C4 a^kynyl substituted with 0-3 R 12a '* 



15 



R 12a , at each occurrence, is independently selected from 
H, OH, CI, Pv NR 15 R 16 , CF 3 , acetyl, SCH3 , S(=0)CH 3 , 
S(=0)2CH 3 , methyl, ethyl, propyl, butyl, methoxy, 
ethoxy, propoxxX C1-C2 haloalkyl, and C1-C2 haloalkoxy; 



20 



R 13 , at each occurrence\ is independently selected from 

H, OH, methyl, ethyls, propyl, butyl, methoxy, ethoxy, 
CI, F, Br, CN, NR 15 R 1 \ and CF 3 ; 

R 14 is H, phenyl, benzyl, methyl/ ethyl, propyl, or butyl; 



25 



30 



R 15 , at each occurrence, is independently selected from H, 
methyl, ethyl, propyl, and butyl; 

R 16 , at each occurrence, is independently selected from 



butyl/ benzyl, 
cO) 



H, OH, methyl, ethyl, propyl, 
phenethyl, methyl -C ( =0) - , el 
methyl-S (=0) 2-/ and ethyl-S(= 

xx^x^x ^ 

R 18 , at each occurrence, is independently sMected from 

H, methyl, ethyl, propyl, butyl, phenyl \ benzyl , and 
phenethyl ; and 



35 R 19 , at each occurrence, is independently selected from 
H, methyl, and ethyl. 
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8.\ A compound according to Claim 5 of Formula (Ie): 



H 2 N 




13 



13 




\j 10 



SI 15 



20 



25 



30 



or a pharmaceutical ly acceptable salt or prodrug thereof 
wherein: \ 

R 3 is R 4 , \ 

R 4 is C1-C4 alkyl substituted with 0-1 R 4a , 

C2-C4 alkenyl substituted with 0-1 R 4a , or 
C2-C4 alkynyl substituted with 0-1 R 4a ; 

R 4a , at each occurrence, \is independently selected from 
H, F, CF 3 , \ 

C3-C6 carbocycle substituted with 0-3 R 4b , 

phenyl substituted with\0-3 R 4b , or 

5 to 6 membered heterocycile containing 1 to 4 

heteroatoms selected frVm nitrogen, oxygen, and 
sulphur, wherein said 5 \p 6 membered heterocycle is 
substituted with 0-3 R 4b ; Vherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperiai_nyl , pyrazolyl, 
imidazolyl, oxazolyl, isoxazolw, and tetrazolyl; 

R 4b , at each occurrence, is independently^ selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 , acetyl, SCH3 \ S ( =0) CH 3 , 
S(=0)2CH 3 , methyl, ethyl, propyl, butyk, methoxy, 
ethoxy, propoxy, C1-C2 haloalkyl, and C1VC2 haloalkoxy; 

R 5 is C1-C4 alkyl substituted with 0-1 R 5b ; \ 
C2-C4 alkenyl substituted with 0-1 R 5b ; \ 
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C^VC4 alkynyl substituted with 0-1 R 5b ; 

R 5b , at each occurrence, is independently selected from: 
H, mefchyl, ethyl, propyl, butyl, CF 3 , OR 14 , =0; 
C3-C6 cVrbocycle substituted with 0-2 R 5c ; 
phenyl substituted with 0-3 R 5c ; or 
5 to 6 menrfDered heterocycle containing 1 to 4 

heteroatWis selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 5c ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, Ntriazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, pipeirazinyl , piperidinyl, pyrazolyl, 
imidazolyl, oxa\olyl , isoxazolyl, and tetrazolyl; 

R 5c , at each occurrence, rs independently selected from H, 
OH, CI, F, NR 15 R 16 , Cf\, acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH3, methyl, ethyl, propyl, butyl, methoxy, 
ethoxy, propoxy, C1-C2 hkloalkyl, and C3.-C2 haloalkoxy; 

R 10 is H, C(=0)R 17 , C(=0)OR 17 ; \ 

C1-C4 alkyl optionally substituted with 0-1 R 10a ; 

phenyl substituted with 0-4 R\ ob ; 

C3-C6 carbocycle substituted wj\th 0-3 R 10b ; or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 10b ; wherein said 5 to 6 
membered heterocycle is selected 3Srom pyridinyl, 
pyrimidinyl, triazinyl, furanyl, tnienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, V>yrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, ancK tetrazolyl ; 

R 10a , at each occurrence, is independently selected from H, 
methyl, ethyl, propyl, butyl, OR 14 , CI, F, \o, NR 15 R 16 , 
CF3, or phenyl substituted with 0-4 R 10b ; \ 




1 V 



R 1 ^ 13 , at each occurrence, is independently selected from H, 
OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
>ropoxy, CI, F, NR 15 R 16 , and CF 3 ; 

5 Z is H;\ 

Ci-^C4 alkyl substituted with 0-3 Rl2a; 
C2-CW alkenyl substituted with 0-3 R 12a '" or 
C2-C4\alkynyl substituted with 0-3 R 12a ' 



10 R 12a , at eack occurrence, is independently selected from 
H, OH, Ol, F, NR 15 R 16 , CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH 3 \ methyl, ethyl, propyl, butyl, methoxy, 
ethoxy, propoxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

15 R 13 , at each occurrence, is independently selected from 

H, OH, methyl\ ethyl , propyl, butyl, methoxy, ethoxy, 
CI, F, Br, CN,\NR 15 R 16 , and CF 3 ; 



20 



R 14 is H, phenyl, benzol , methyl, ethyl, propyl, or butyl; 

R 15 , at each occurrence, \is independently selected from H, 
methyl, ethyl, propyl, and butyl; 



R 16 , at each occurrence, is independently selected from 
25 H, OH, methyl, ethyl, propyl, butyl, benzyl, 

phenethy 1 , methyl -C ( =0 ) - A ethyl -C ( =0 ) - , 
methyl-S (=0) 2-/ and ethyl-S ( =0) 2- ; 

R 17 is H, methyl, ethyl, propyl, butyl, methoxymethyl , 
3 0 ethoxymethyl , methoxy ethyl , etslioxy ethyl , 

phenyl substituted by 0-3 R 17a ,\or 
-CH2-phenyl substituted by 0-3 R{ 7a ; 



35 



R 17a is H, methyl, methoxy, -OH, F, CI, v^F 3 , or 0CF 3 ; 
R 18 , at each occurrence, is independently ^selected from 
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H, methyl, ethyl, propyl, butyl, phenyl, benzyl, and 
phenethyl ; ajid 



R 19 , at each occurrences is independently selected from 
5 H, methyl, and ethyl 

9. A compounds according to Claim 5 of Formula (If) 



O 



r *1 

; ft 



I 



1 <M • 



15 



o 



I 3 o 



>13 



>13 



R13 R 13 

10 \ (If) 

or a pharmaceutical ly acceptable salt or prodrug thereof 
wherein : 

R 3 is R 4 , 

R 4 is C1-C4 alkyl substituted wi\h 0-1 R 4a , 

C2-C4 alkenyl substituted wifcli 0-1 R 4a , or 
C2-C4 alkynyl substituted witttv 0-1 R 4a ; 

20 R 4a , at each occurrence, is independe\tly selected from 
H, F, CF 3 , 

C3-C6 carbocycle substituted with dsr-3 R 4b , 
phenyl substituted with 0-3 R 4b , or 
5 to 6 membered heterocycle containinV 1 to 4 
25 heteroatoms selected from nitrogSr^Dxygen, and 

sulphur, wherein said 5 to 6 membe^p^^terocycle is 
substituted with 0-3 R 4b ; wherein saidNS'^o 6 
membered heterocycle is selected from pVridinyl, 
pyrimidinyl, triazinyl, furanyl, thienylX thiazolyl, 
3 0 pyrrolyl, piperazinyl, piperidinyl, pyrazoSLyl, 

imidazolyl, oxazolyl, isoxazolyl, and tetra\olyl; 
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R 4b , at each occurrence, is independently selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH3, methyl, ethyl, propyl, butyl, methoxy, 
^thoxy, propoxy, C1-C2 haloalkyl, and C3.-C2 haloalkoxy; 

5 \ 

R 5 is Ci\C 4 alkyl substituted with 0-1 R 5b ; 

C2-C4\ alkenyl substituted with 0-1 R 5b ; 
C 2 -C 4 \lkynyl substituted with 0-1 R 5b ; 

10 R 5b , at each occurrence, is independently selected from: 
H, methyl ,\ ethyl, propyl, butyl, CF 3 , OR 14 , =0; 
C 3 -C6 carbocVcle substituted with 0-2 R 5c ; 
phenyl substituted with 0-3 R 5c ; or 
5 to 6 memberedVheterocycle containing 1 to 4 
15 heteroatoms sheeted from nitrogen, oxygen, and 

sulphur, whereiri said 5 to 6 membered heterocycle is 
substituted with \D-3 R 5c ; wherein said 5 to 6 
membered heterocyc\e is selected from pyridinyl, 
pyrimidinyl, triaziriyl, furanyl, thienyl, thiazolyl, 
20 pyrrolyl, piperazinyl\ piperidinyl, pyrazolyl, 

imidazolyl, oxazolyl, issoxazolyl, and tetrazolyl; 

R 5c , at each occurrence, is independently selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 
25 S(=0)2CH 3 , methyl, ethyl, propyl, butyl, methoxy, 

ethoxy, propoxy, C1-C2 haloalkyl\ and C1-C2 haloalkoxy; 

Z is H; 

C1-C4 alkyl substituted with 0-3 1 

30 C2-C4 alkenyl substituted with 0-! 

C2-C4 alkynyl substituted with 0-3 

R 12a , at each occurrence, is independently selected from 
H, OH, CI, F, NR 15 R 16 , CF 3 , acetyl, SCH 3 , sVo)CH 3 , 
3 5 S(=0)2CH 3 , methyl, ethyl, propyl, butyl, metkoxy, 

ethoxy, propoxy, C1-C2 haloalkyl, and C1-C2 hasloalkoxy; 
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R 13 , at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
k Cl, F, Br, CN, NR 15 R 16 , and CF 3 ; 

5 R 14 is H, >^enyl, benzyl, methyl, ethyl, propyl, or butyl; 

R 15 , at each occurence, is independently selected from H, 
methyl, ethyl vspropyl , and butyl; 

10 R 16 , at each occurrence,\s independently selected from 
H, OH, methyl, ethyl ,>ropyl , butyl, benzyl, 
phenethyl, methyl -r6<=^^^^ethyl-C (=0) - , 
methyl-S (=0) 2~ / anO^et^i^^^©^ 2" 



w 

LFj 
C3 



15 R 18 , at each occurrence, is independently, selected from 

H, methyl, ethyl, propyl, butyl, phenyl, benzyl, and 
phenethyl; and 

R 19 , at each occurrence, is independently selected from 
2 0 H, methyl, and ethyl. 



w\ 

q. 1 25 

30 



35 



10. Ac 

where 



pound, according to one of Claims 6, 7, 8, or 9 , 



R 3 is -CH 3 , -CH^CH 3 , -CH 2 CH 2 CH 3 , -CH2CH2CH2CH3 , 

-CH 2 (CH 3 ) 2 , -CHXCH 3 ) CH 2 CH 3 , -CH 2 CH (CH 3 ) 2 , -CH 2 C(CH 3 ) 3 , 
-CF 3 , -CH 2 CF 3 , -CHoCH 2 CF 3 , -CH 2 CH 2 CH 2 CF 3 , 
-CH=CH 2 , -CH 2 CH=CH2\ -CH 2 C (CH 3 ) =CH 2 , -CH 2 CH=C (CH 3 ) 2 , 
-CH 2 CH 2 CH=CH 2 , -CH 2 CH 2 X^ ( CH 3 ) =CH 2 , -CH 2 CH 2 CH=C ( CH 3 ) 2 , 
cis-CH 2 CH=CH(CH 3 ) , cis-&H 2 CH 2 CH=CH(CH 3 ) , 
trans -CH 2 CH=CH (CH 3 ) , tranVrCH 2 CH 2 CH=CH (CH 3 ) ; 
-C^CH, -CH 2 C=CH, -CH 2 C=C (CH^), 
cyclopropyl-CH 2 -, cyclobutyl-^H 2 - , cyclopentyl-CH 2 - , 
cyclohexyl-CH 2 -, cyclopropyl-CH^CH 2 - , 
cyclobutyl-CH 2 CH 2 - , cyclopentyl-C^ 2 CH 2 - 
cyclohexyl-CH 2 CH 2 - , phenyl -CH 2 -, 
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2- F-phenyl)CH 2 -, ( 3 -F -phenyl ) CH 2 - , (4-F-phenyl) CH 2 - , 
-Cl-phenyl)CH 2 -, ( 3 -Cl -phenyl ) CH 2 - , ( 4 -Cl -phenyl ) CH 2 - , 

2>3-diF-phenyl)CH 2 -, (2, 4 -diF -phenyl ) CH 2 - , 
2, 5\diF-phenyl)CH 2 -, (2 , 6-diF-phenyl) CH 2 - , 
3, 4-d4.F-phenyl)CH 2 -, (3, 5 -diF -phenyl ) CH 2 - , 
2, 3 -diX:l -phenyl )CH 2 -, (2 , 4-diCl -phenyl )CH 2 -, 
2, 5 -die 1 ! -phenyl )CH 2 -, (2, 6 -diCl -phenyl ) CH 2 - , 
3, 4-diCl\phenyl)CH 2 -, (3 , 5-diCl -phenyl ) CH 2 - , 

3- F-4-Cl-fthenyl)CH 2 -, (3 -F-5-Cl-phenyl ) CH 2 - , 

3- Cl-4-F-pftenyl) CH 2 - , phenyl -CH 2 CH 2 - , 

2 - F-phenyl ) Cfc 2 CH 2 - , (3 -F-phenyl ) CH 2 CH 2 - , 

4- F-phenyl ) ChV:h 2 - , (2 -Cl -phenyl ) CH 2 CH 2 - , 

3 - Cl -phenyl ) CHiCH 2 - , ( 4 -C 1 -phenyl ) CH 2 CH 2 - , 
2, 3-diF-phenyl)CH 2 CH 2 -, (2 , 4-diF-phenyl) CH 2 CH 2 - , 

(2 , 6-diF-phenyl )CH 2 CH 2 -, 
(3 , 5-diF-phenyl)CH 2 CH 2 -, 
, (2,4-diCl-phenyl)CH 2 CH 2 -, 
(2, 6-diCl-phenyl)CH 2 CH 2 -, 
(3, 5-diCl-phenyl)CH 2 CH 2 -, 



5-diF-phenyl) CHV C H 2 - , 

4- diF-phenyl ) CH 2 <SH 2 - , 
3 -diC 1 -phenyl ) CH 2 Csn 2 - 

5- diCl-phenyl ) CH 2 CHq- , 
4 -diC 1 -phenyl) CH 2 CH 2 \ 



3-F-4-Cl-phenyl)CH 2 CH 2 -\ or ( 3-F-5-Cl-phenyl ) CH 2 CH 2 - , 



R5 is -CH 3 , -CH 2 CH 3 , -CH 2 CH 2 CH\, -CH(CH 3 ) 2 , -CH 2 CH 2 CH 2 CH 3 , 
-CH (CH 3 ) CH 2 CH 3 , -CH 2 CH (CH 3 ) 2 \ -CH 2 C (CH 3 ) 3 , 
-CH 2 CH 2 CH 2 CH 2 CH 3 , -CH (CH 3 ) CH 2 Ck 2 CH 3 , -CH 2 CH (CH 3 ) CH 2 CH 3 , 

25 -CH 2 CH 2 CH(CH 3 ) 2 , . -CH ( CH 2 CH 3 ) 2 , \CF 3 , -CH 2 CF 3 , -CH 2 CH 2 CF 3 , 

-CH 2 CH 2 CH 2 CF 3 , -CH 2 CH 2 CH 2 CH 2 CF 3 , \cH=CH 2 , -CH 2 CH=CH 2 , 
-CH=CHCH 3 , cis-CH 2 CH=CH(CH 3 ) , trails -CH 2 CH=CH (CH 3 ) , 
trans-CH 2 CH=CH(C 6 H 5 ) , -CH 2 CH=C (CH 3 )\, cis-CH 2 CH=CHCH 2 CH 3 , 
trans -CH 2 CH=CHCH 2 CH 3/ cis-CH 2 CH 2 CH=ck (CH 3 ) , 

30 trans-CH 2 CH 2 CH=CH(CH 3 ) , trans -CH 2 CH=CNCH 2 (C 6 H 5 ) , 

-C=CH, -CH 2 C=CH, -CH 2 C=C (CH 3 ) , -CH 2 C=c\c 6 H 5 ) 
-CH 2 CH 2 C=CH, -CH 2 CH 2 C=C(CH 3 ) , -CH 2 CH 2 C=c\c 6 H 5 ) 
-CH 2 CH 2 CH 2 C=CH , -CH 2 CH 2 CH 2 C=C ( CH 3 ) , -CH 2 CffcCH 2 C=C ( C 6 H 5 ) 
cyclopropyl-CH 2 -, cyclobutyl-CH 2 - , cyclope\ntyl-CH 2 - , 

35 cyclohexyl-CH 2 -, ( 2 -CH 3 -cyclopropyl ) CH 2 - , 

( 3 -CH 3 -eye lobu ty 1 ) CH 2 - , 

cyclopropyl-CH 2 CH 2 - , cyclobutyl-CH 2 CH 2 - , 
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:yclopentyl-CH2CH2- , cyclohexyl-CH2CH2- , 

-CH 3 -cyclopropyl ) CH 2 CH 2 - , (3 -CH 3 -cyclobutyl ) CH 2 CH 2 - , 
rl -CH 2 - , (2 -F -phenyl ) CH 2 - , (3 -F -phenyl ) CH 2 - , 
( 4 -F-gfaenyl ) CH 2 - , f uranyl -CH 2 - , thienyl -CH 2 - , 
pyridyl^CH2- / l-imidazolyl-CH2- , oxazolyl-CH2~ , 
isoxazolylN:CH2- , 

phenyl -CH 2 CHv- , ( 2 -F-phenyl ) CH 2 CH 2 - , (3 -F-phenyl ) CH 2 CH 2 - 
( 4 -F -phenyl ) CRoCH 2 - , f uranyl -CH 2 CH 2 - , thi eny 1 -CH 2 CH 2 - , 
pyridyl-CH 2 CH 2 -\ l-imidazolyl-CH 2 CH 2 - , oxazolyl-CH 2 CH 2 - , 
isoxazolyl-CH 2 CH 2 - 



Z is methyl, ethyl, i-propyl, n-propyl, n-butyl, i -butyl, 
s -butyl, t-butyl, orN^llyl; 

15 R 10 is H, methyl, ethyl, phenyl, benzyl, phenethyl, 
4 -F-phenyl , ( 4 -F-phenyl ) CH 2 -\( 4 - F-phenyl ) CH 2 CH 2 - , 
4 -C 1 -phenyl , ( 4 -C 1 -phenyl ) CH 2 -\ ( 4 -C 1 -phenyl ) CH 2 CH 2 - , 
4 -CH 3 -phenyl , ( 4 -CH 3 -phenyl ) CH 2 -\ ( 4 -CH 3 -phenyl ) CH 2 CH 2 - , 
4 -CF 3 -phenyl , ( 4 -CF 3 -phenyl ) CH 2 - , 

20 (4 -CF 3 -phenyl ) CH 2 CH 2 - ; 

R 11 , at each occurrence, is independently\selected from 
H, =0, methyl, ethyl, phenyl, benzyl, phenethyl, 
4 -F-phenyl , ( 4 -F-phenyl ) CH 2 - , ( 4 -F-phenyl\cH 2 CH 2 - , 
25 3 -F-phenyl , ( 3 -F-phenyl ) CH 2 - , ( 3 -F-phenyl )GH 2 CH 2 - , 

2 - F-phenyl , ( 2 -F-phenyl ) CH 2 - , ( 2 -F-phenyl ) CH^CH 2 - , 

4 -C 1 -phenyl , ( 4 -C 1 -phenyl ) CH 2 - , ( 4 -C 1 -phenyl ) ($H 2 CH 2 - , 

3 - CI -phenyl , ( 3 -CI -phenyl ) CH 2 - , (3 -Cl -phenyl ) CH2CH 2 - , 

4 -CH 3 -phenyl , ( 4 -CH 3 -phenyl ) CH 2 - , (4 -CH 3 -phenyl ) Q^ 2 CH 2 - , 
3 0 3 -CH 3 -phenyl , ( 3 -CH 3 -phenyl ) CH 2 - , (3 -CH 3 -phenyl ) CiWcH 2 - , 

4 -CF 3 -phenyl , ( 4 -CF 3 -phenyl ) CH 2 - , ( 4 -CF 3 -phenyl ) CH 2 \h 2 - , 
pyrid-2-yl, pyrid-3-yl, or pyrid-4-yl, and 



r!3 , at each occurrence, is independently selected from 
35 H, F, Cl, OH, -CH 3 , -CH 2 CH 3 , -OCH 3 , or -CF 3 . 



11. A compound according to Claim \ selected from: 



N2R, 3S) Nl - [1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 

berizodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl- 

\ 

butanediamide ; 

\ 

(2R, 3S) kl- [1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l, 4- 
benzodiaze'pin-3-yl] -2- (2-methylpropyl) -3-propyl- 
butanediamiote ; 

(2R, 3S) Nl- [ (3S\-1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H- 
1, 4-benzodiazepinv3-yl] -2- (2-methylpropyl) -3-allyl- 
butanediamide; \ 

(2R, 3S) Nl- [ (3R) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H- 
1, 4-benzodiazepin-3-yl]\2- (2-methylpropyl) -3-allyl- 
butanediamide; \ 

(2R, 3S) Nl- [ (3R) -1, 3-dihydr^l-methyl-2-oxo-5-phenyl-2H- 
1 , 4-benzodiazepin-3-yl] -2- (2-Vethylpropyl) -3 -propyl - • 
butanediamide; \ 

(2R, 3S) Nl - [ (3S) -1, 3-dihydro-l-me\hyl-2-oxo-5-phenyl-2H- 
1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -propyl - 
butanediamide; \ 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo\5-phenyl-2H-l, 4- 
benzodiazepin-3-yl ] -2-methyl-3 -allyl -butanediamide ; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-ox\-5-phenyl-2H- 
1 , 4-benzodiazepin-3-yl] -2-methyl-3-allyl-but s anediamide; 

(2R, 3S) Nl - [ <3S) -1, 3-dihydro-l-methyl-2-oxo-5-Mienyl-2H- 
1 , 4-benzodiazepin-3 -yl ] -2 -methyl -3 -propyl -butanediamide ; 

(2R) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H-l\- 
benzodiazepin-3-yl] -2-methyl-butanediamide; \ 
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(2R, 3S) Nl- [1, 3-dihydro-2-oxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl ) -3 -allyl- 
butanediamide ; 



5 (2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-phenyl-7-chloro- 
2H-1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3 -allyl- 
butanediamide ; 

\ 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-7- 
10 chloro-2H-l, 4-b^nzodiazepin-3-yl] -2- (2-methylpropyl) -3- 
allyl-butanediamide ; 

(2R, 3S) Nl- [ (3R) -1, 3\dihydro-l-methyl-2-oxo-5-phenyl-7- 
chloro-2H-l, 4-benzodia^epin-3 -yl ] -2- (2-methylpropyl) -3- 
15 al ly 1 -butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-rftethyl-2-oxo-5- (2-f luorophenyl ) 
7-chloro-2H-l, 4-benzodiazepih^3-yl] -2- (2-methylpropyl) -3 
allyl-butanediamide ; 

20 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-m«^hyl-2-oxo-5- (2- 
f luorophenyl) -7-chloro-2H-l , 4-benzddiazepin-3 -yl ] -2- (2- 
methylpropyl ) -3 -allyl-butanediamide ; 

25 (2R, 3S) Nl- t (3R) -1, 3 -dihydro-l-methyl-2\£>xo-5- (2- 

f luorophenyl) -7-chloro-2H-l , 4-benzodiazep^n-3 -yl ] -2- (2- 
methylpropyl ) -3 -ally 1 -butanediamide ; 

(2S, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-phen^l-2H-l, 4- 
30 benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allylA 
butanediamide ; 

(2R, 3S) Nl - [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-pheny > l v -7- 
chloro-2H-l, 4-benzodiazepin-3 -yl ] -2- (2-methylpropyl) 
3 5 pr opyl -butanediamide ; 
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S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (2- 
ophenyl) -7-chloro-2H-l , 4-benzodiazepin-3-yl] -2- (2- 
lpropyl ) -3 -propyl -butanediamide ; 



(2R, 3S) N^- [1, 3-dihydro-l-methyl-2-oxo-5- ( 4-f luorophenyl ) 
2H-1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl- 
butanediamide*; 

\ 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 
f luorophenyl) -2H-lS s> 4-benzodiazepin-3-yl] -2- (2- 
methylpropyl ) -3 -allyi-butanediamide ; 



15 



(2R, 3S) Nl- [ (3R) -1, 3 - dflaydr o - 1 -me thy 1 - 2 - oxo - 5 - (4- 
f luorophenyl) -2H-1, 4-benzodiazepin-3-yl] -2- (2- 
methylpropyl ) -3 -allyl -buta\ediamide ; 



20 



(2R, 3S) Nl- [1, 3 - dihydr o - 1 -methyl - 2 - oxo - 5 - (pyrid-2-yl) -2H- 
1, 4 -benzodiazepine 3 -yl] -2- (2-methylpropyl) -3 -allyl - 
butanediamide ; 



25 



(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-6ko-5- (N-morpholino) -2H 
1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl- 
butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5-\dimethylamino) - 
2H-1, 4-benzodiazepin-3-yl] -2- (2-methylpropyv^L ) -3-allyl- 
butanediamide ; 



30 (2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (N-meWiyl-N- 

phenylamino) -2H-1, 4-benzodiazepin-3-yl] -2- (2-me^iylpropyl) 
3-allyl-butanediamide ; 



(2R, 3S) Nl - [1, 3-dihydro-l-methyl-2-oxo-5- (N-pipericftj.nyl ) - 
3 5 2H-1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3-ai: 
butanediamide ; 



-215- 



sA2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5- (N- 
h^nopiperidinyl ) -2H-1, 4-benzodiazepin-3 -yl ] -2- (2- 
meth^lpropyl ) -3 -allyl-butanediamide ; 



(2R, 3S)* Nl- [1, 3 -dihydro-1 -methyl- 2- oxo-5- (3-methoxyphenyl) 
2H-1 , 4-bdnzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl- 
butanediamrc 



(2R, 3S) Nl- [l,\-dihydro-l-methyl-2-oxo-5- (pyrid-4-yl) -2H- 
10 1, 4-benzodiazepi\-3-yl] -2- (2-methylpropyl) -3-allyl- 
butanediamide ; 



:a i 15 



20 



(2R, 3S) Nl- [1, 3 -dihyd\p-l-methyl-2-oxo-5-phenyl-7-methoxy- 
2H-1 , 4-benzodiazepin-3^yi] -2- (2-methylpropyl) -3-allyl- 
butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-m&thyl-2-oxo-5- (pyrid-3-yl) -2H- 
1, 4-benzodiazepin-3-yl] -2- (2-\ethylpropyl) -3 -allyl- 
butanediamide ; 

(2R, 3S) Nl- [1, 3-dihydro-l-methyl-^voxo-5-phenyl-2H-l, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3- 
( eye lopropylmethyl ) -butanediamide ; 



25 (2R, 3S) Nl- [1, 3-dihydro-l-methyl-2-oxo-5r- ( 3 -f luorophenyl ) 
2H-1 , 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl- 
butanedi amide ; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-s\ (3- 
3 0 f luorophenyl ) -2H-1, 4-benzodiazepin-3 -yl ] -2- (2- 
methylpropyl ) -3 -allyl-butanediamide ; 



35 



(2R, 3S) Nl- [ (3R) -1, 3-dihydro-l-methyl-2-oxo-5- (3- 
f luorophenyl) -2H-1 , 4-benzodiazepin-3-yl] -2- (2- 
methylpropyl ) -3 -allyl -butanediamide ; 
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\ v (2R / 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H 
ly4-benzodiazepin-3-yl] -2- (2-methylpropyl) - 
3- V? -buten-l-yl ) -butanediamide; 

(2R, 3S0 Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H 
1, 4-ben\odiazepin-3-yl] -2- (2-methylpropyl) -3- 
( cy c 1 openly 1 ethyl) -butanediamide; 



(2R, 3S) Nl- [ toS) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 
10 trif luoromethylphenyl) -2H-1, 4-benzodiazepin-3 -yl] -2- (2- 
methylpropyl) -3 -\3 -buten-l-yl ) -butanediamide; 



15 



(2R, 3S) Nl- [ (3R) - 1 , X-dihydr o - 1 -me thy 1 - 2 - oxo - 5 - (4- 
trif luoromethylphenyXSt -2H-1, 4-benzodiazepin-3-yl] -2- (2- 
methylpropyl) -3- (3-but&p-l-yl ) -butanediamide; 



20 



(2R, 3S) Nl- [1, 3-dihydro-lAmethyl-2-oxo-5- (4- 

trif luoromethylphenyl) -2H-l\4-benzodiazepin-3-yl] -2- (2- 

methylpropyl) -3 -allyl-butaneciiamide ; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l4nethyl-2-oxo-5- (4- 
tr if luoromethylphenyl) -2H-1, 4-befizodiazepin-3-yl] -2- (2- 
methylpropyl ) -3 -allyl-butanediamic 



25 (2R, 3S) Nl- [ (3R) -1 , 3-dihydro-l-methy\-2-oxo-5- (4- 

tr if luoromethylphenyl) -2H-1, 4-benzodia^epin-3 -yl ] -2- (2* 
methylpropyl ) -3 -allyl-butanediamide ; 

(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-o*co-5- (4- 
30 trif luoromethylphenyl) -2H-1 , 4 -benzodiazepine -yl ] -2- (2- 
methylpropyl ) -3 -n-butyl -butanediamide ; 



35 



(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5-\4- 
trif luoromethylphenyl) -2H-1 , 4-benzodiazepin-3 -y\] -2- (2- 
methylpropyl ) -3 -propyl -butanediamide ; 
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(2R, 3S) Nl- [ (3S) -1, 3-dihydro-l-methyl-2-oxo~5- (4- 

llorophenyl) -2H-1 , 4-benzodiazepin-3 -yl ] -2- (2- 
meOfrylpropyl) -3- ( 3 -buten-l-yl ) -butanediamide; 

[2R, 3ST\N1- [ (3S) -1, 3-dihydro-l-methyl-2-oxo-5- (4- 
cnioropne^yx) -2H-1, 4-benzodiazepin-3-yl] -2- (2- 
methylprop^. ) -3 -n-butyl -butanediamide ; 

(2R, 3S) Nl- [ (3\) -1, 3 -dihydro-1 -methyl -2 -oxo-5 -phenyl -2H- 
1, 4-benzodiazep:Ni-3-yl] -2- (2-methylpropyl) -3-allyl-N4- 
[benzyl] -butanediamide ; 

(2R, 3S) Nl - [1, 3-dihyd^-l-methyl-2-oxo-5-methyl-2H-l, 4- 
benzodiazepin-3-yl] -2- O^-methylpropyl ) -3-allyl- 
butanediamide ; 



(2R,3S) Nl-[ 1,3 -dihydro-1-: 
benzodiazepin-3-yl] -2- ( 2 -me 
butanediamide ; 



hyl-2-oxo-5-n-butyl-2H-l, 4- 
lpropyl) -3-allyl- 




(2R, 3S) Nl- [1 , 3 -dihydro-1 -methyl -A-oxo- 5- (2-methylpropyl) 
2H-1, 4-benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl- 
butanediamide ; 



(2R, 3S) Nl- [1, 3 -dihydro-1 -methyl -2 -oxo- 
2H-1 , 4-benzodiazepin-3-yl] -2- (2 -met 
butanediamide ; 



- ( 4-chlorophenyl ; 
) -3-allyl- 



(2R, 3S) Nl- [1, 3-dihydro-l-ethyl-2-oxo-5-phei 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3-< 
butanediamide ; 

(2R, 3S) Nl- [1, 3 -dihydro-1 -propyl -2 -oxo-5 -phenyl -2^-1, 4- 
benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl- 
butanediamide ; 
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(2R, 3S) Nl- [1, 3-dihydro-l- (isopropyl) -2 - oxo- 5 -phenyl - 2H- 
l,"4.-benzodiazepin-3-yl] -2- (2-methylpropyl) -3-allyl- 
butane^sLL amide ; 



(2R,3S) Nl-[ -1, 3-dihydro-l-methyl-2-oxo-5-phenyl-2H- 
1, 4-benzodiazepin^3 c yl] -2- (2-methylpropyl) -3 , 3-diallyl- 
butanediamide ; 



(2R, 3S) Nl- [6, 7-dihydro-5-methyl-6-oxo-5H- 
10 dibenz [b, d] azepin-7-yl ] -2- (2-meth^lpropyl) -3-allyl- 
butanediamide; and 



6:1 



a 



15 



(2R, 3S) Nl- [1,3,4, 5-tetrahydro-l, 5-dimethyi^2 , 4-dioxo-2H- 
1, 5-benzodiazepin-3-yl] -2- (2-methylpropyl) -3-^.lyl- 
butanediamide . 



12. A compound, according to Claim 1, of Formula (la) 



I 20 



25 



30 



HoN 



O R 5R 5a R 6 O 




R 3 R 3a 6 

(la) 




B 



or a pharmaceutically 
wherein : 



acceptable salt or prodrug thereof, 



Z is Ci-Cg alkyl substituted vXith 1-3 R 12 ; 

C2-C4 alkenyl substituted Vlth 1-3 R 12 ; 

C2-C4 alkynyl substituted wrth 1-3 R 12 ; 

Ce-Cio aryl substituted with 0v4 R 12b ; 

C3-C10 carbocycle substituted w\th 0-4 R 12b ; or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogten, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R 12b ; 



35 
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provided v\when R 13 is H, 

then Z is Cu-Cs alkyl substituted with 1-3 R 12 ; 

C 2 ^SU alkenyl substituted with 1-3 R 12 ; or 
C2-C4^1kynyl substituted with 1-3 R 12 ; and 

provided, when ring Bsis a 1, 3 , 4, 5-tetrahydro-l- (Z) -5- 
(R 10 ) -6,6,7, V-tetratR 11 }^ , 4-dioxo-2H-l , 5-diazepin-3 -yl 
core, and R 13 is H; then 

10 R 10 is H, C(=0)R 17 , C(=0)OR 17 ,\ s (=0)NR 18 R 19 , 
S (=0) 2 NR 18 R 19 , S (=0) 2 R 17 ; or 

C1-C6 alkyl optionally substituted with 0-3 R 10a ; 



R 10a , at each occurrence, is independently selected from 
15 H, Ci-C 6 alkyl, OR 14 , CI, F, Br, I, ^O^CN, N0 2 , 
NR 15 R l6 / anc j CF3 , 



13. A compound according to Claim 12 of Formula (la) 
wherein : 



25 



R 3 is - (CR 7 R 7a ) ArR 4 , 

- (CR 7 R 7a )n-S>r (CR 7 R 7a ) m -R 4 , 

- (CR 7 R 7a )n-oA(CR 7 R 7a ) m -R 4 , or 

- (CR 7 R 7a ) n -N(R? b ) - (CR 7 R 7a ) m -R 4 ; 



30 



n is 0, 1, or 2 ; 



m is 0, 1, or 2; 



R 3a is H, OH, methyl, ethyl, propyl, butyl, methoxy, 

ethoxy, propoxy, butoxy, allyl, or 3 -buten-l-yl ; 



R 4 is H, OH, OR 14a , 
35 C1-C6 alkyl substituted wiVh 0-3 R 4a , 

C 2 -Ce alkenyl substituted w\th 0-3 R 4a , 
C 2 -Ce alkynyl substituted witth 0-3 R 4a , 
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5 



C3-C10 carbocycle substituted with 0-3 R 4b , 

aryl substituted with 0-3 R 4b , or 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle 



is su 



libsti 



tuted with 0-3 R 4b ; 



R 4a , a t each occurrence, is independently selected from is 
H, F, CI, B^, 1 / CF 3 , 
10 C3-C10 carbocyvcle substituted with 0-3 R 4b , 

C6-C10 aryl substituted with 0-3 R 4b , or 
5 to 10 membereaVheterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, whereinXsaid 5 to 10 membered heterocycle 
15 is substituted wit^i 0-3 R 4b ; 



20 



R 4b , at each occurrence, is \ndependently selected from H, 
OH, CI, F , Br, I, CN, NOV, NR 15 R 16 , CF 3 , acetyl, SCH 3 , 
S(=0)CH 3 , S(=0) 2 CH 3/ Ci-C 6 \alkyl, C1-C4 alkoxy, C1-C4 
haloalkyl, and C1-C4 haloalkoxy; 



R 5 is H, OR 14 ; 

Ci-C 6 alkyl substituted with 0^3 R 5b ; 
Ci-Ce alkoxy substituted with 0-\ R 5b ; 
25 C2-C6 alkenyl substituted with 0-\ R 5b ; 

C2-C6 alkynyl substituted with 0-3\R 5b ; 
C3-C10 carbocycle substituted with 0V3 R 5c ; 
C6-C10 aryl substituted with 0-3 R 5c ; 
5 to 10 membered heterocycle containing 1 to 4 
3 0 heteroatoms selected from nitrogen, dxygen, and 

sulphur, wherein said 5 to 10 membered^ heterocycle 
is substituted with 0-3 R 5c ; 



35 



R 5a is H or C1-C4 alkyl; 
R 5b , at each occurrence, is independently selected firom: 
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H, Ci-C 6 alkyl, CF 3 , OR 14 , CI, F, Br, I, =0, CN, N0 2 , 
NR 15 R 16 ; 

J3-C10 carbocycle substituted with 0-3 R 5c ; 

'10 aryl substituted with 0-3 R 5c ; or 
5 tcXlO membered heterocycle containing 1 to 4 

het^roatoms selected from nitrogen, oxygen, and 
sulphur-, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R 5c ; 




10 R 5c , at each occurrence, is independently selected from H, 
OH, CI, F, Br, V CN, N0 2 , NR 15 R 16 , CF 3 , acetyl, SCH 3 , 
S(=0)CH 3 , S(=0) 2 CH3, Ci-C 6 alkyl,. C1-C4 alkoxy, C1-C4 
haloalkyl, and Ci-G^ haloalkoxy; 

15 R 6 is H, methyl, or ethyl; 

R 7 , at each occurrence, is independently selected from 

H, OH, CI, F, Br, I, CN, N^ 2 , CF 3 , phenyl, and C1-C4 

alkyl; 



20 



R 7a , at each occurrence, is independently selected from 
H, OH, CI, F, Br, I, CN, N0 2 , Cf\, and C1-C4 alkyl; 



R 7b is independently selected from H, meo^iyl, ethyl, 
2 5 propyl , and butyl ; 



Ring B is a 7 membered lactam, \ 

wherein the lactam is saturated, partially saturated 
or unsaturated; \ 
3 0 wherein each additional lactam carbon is substituted 

with 0-2 R 11 ; and, \ 
optionally, the lactam contains a heteroatom selected 
from -O-, -S-, -S(=0)-, -S(=0) 2 -, -N=, -NH- , \nd - 

N(R 10 )-; \ 
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m 



additionally, two R 11 substituents on adjacent atoms may be 
\ combined to form a benzo fused radical; wherein said 
benzo fused radical is substituted with 0-3 R 13 ; 



5 additionally, two R 11 substituents on adjacent atoms may be 
combined to form a 5 to 6 membered heteroaryl fused 
radical, wherein said 5 to 6 membered heteroaryl fused 
radical cjomprises 1 or 2 heteroatoms selected from N, 
O, and S; \wherein said 5 to 6 membered heteroaryl 
10 fused radical is substituted with 0-3 R 13 ; 



15 



20 



25 



additionally, two ft^ 1 substituents on the same or adjacent 
carbon atoms mav be combined to form a C3-C6 
carbocycle substituted with 0-3 R 13 ; 

R 10 is H, C(=0)R 17 , C(=oV)R 17 , C(=0)NR 18 R 19 , 
S (=0) 2 NR 18 R 19 , S (-0) 2 F a? 

Ci-C 6 alkyl optionally\substituted with 0-2 R 10a ; 

C6-C10 aryl substituted Vith 0-4 R 10b ; 

C3-C10 carbocycle substituted with 0-3 R 10b ; or 
5 to 10 membered heterocyole containing 1 to 4 

heteroatoms selected frofia nitrogen, oxygen, and 
sulphur, wherein said 5 to, 10 membered heterocycle 
is substituted with 0-3 R 10 * 

R 10a , at each occurrence, is independently selected from H, 
Ci-C 6 alkyl, OR 14 , Cl, F, Br, I, ^O, CN, N0 2 , NR 15 R 16 , 
CF3, or phenyl substituted with 0-\ R 10b ; 



30 R 10b , at each occurrence, is independently\selected from H, 
OH, C1-C6 alkyl, C1-C4 alkoxy, Cl, F, Bp, I, CN, N0 2 , 
NR 15 R 16 / or CF3; 



R 11 , at each occurrence, is independently selected from 
35 H, C1-C4 alkoxy, Cl, F, Br, I, =0, CN, N0 2 , W 18 R 19 , 

C(=0)R 17 , C(=0)OR 17 , C(=0)NR 18 R 19 , S ( =0) 2 NR 18 I^ 9 , CF 3 ; 
Ci-Ce alkyl optionally substituted with 0-3 R 1 * 
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C6"Cio aryl substituted with 0-3 R llb ; 
C3-C10 carbocycle substituted with 0-3 R llb ; or 
/^J a 5 to 10 membered heterocycle containing 1 to 4 



\ 



vheteroatoms selected from nitrogen, oxygen, and 



s\ilphur, wherein said 5 to 10 membered heterocycle 
is 'substituted with 0-3 R llb ; 

R lla , at each Occurrence, is independently selected from H, 
Ci-C 6 alkyK OR 14 , CI, F, Br, I, =0, CN, N0 2 , NR 15 R 16 , 
10 CF3, or phenyl substituted with 0-3 R llb ; 

R llb , at each occurrence, is independently selected from H, 
OH, CI, F, Br, l\cN, N0 2 , NR 15 R 16 , CF 3 , acetyl, SCH 3 , 
S(=0)CH 3 , S(=0) 2 Ch\ Ci-C 6 alkyl, C3.-C4 alkoxy, C1-C4 
□ 15 haloalkyl, and C1-C4 \haloalkoxy ; 

= ^ \ 

'is* \ 
t pt \ 

f4 Z is Ci-Ce alkyl substituted Vith 1-3 R 12 ; 

[=H : C2-C4 alkenyl substituted\with 1-3 R 12 ; 

s =~; C2-C4 alkynyl substituted with 1-3 R 12 ; 

i:y 20 C 6 -Cio aryl substituted with\o-4 R 12b ; 

" C3-C10 carbocycle substituted Vith 0-4 R 12b ; or 

ry 5 to 10 membered heterocycle containing 1 to 4 

[ as j! heteroatoms selected from nitrogen, oxygen, and 

n; sulphur, wherein said 5 to 10 numbered heterocycle 

C3- 25 is substituted with 0-3 R 12b ; 

R 12 , at each occurrence, is independently selected from 
Ce-Cio aryl substituted with 0-4 R 12b ; 
C3-C10 carbocycle substituted with 0-4 R 1 ^; or 
3 0 5 to 10 membered heterocycle containing 1 Yo 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R 12b ; 

3 5 R 12b , at each occurrence, is independently selected frWi 
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# * 

U, \ H * 0H/ C1/ F/ Br ' I ' CN ' N ° 2, nr15r16 ' cf 3' acetyl, 

J) ' /) "SCH 3 , S(=0)CH 3 , S(=0) 2 CH 3 , Ci-C 6 alkyl , C1-C4 alkoxy, 

a-J/ Ci\C4 haloalkyl, and C1-C4 haloalkoxy; 

5 R 13 , at ea)sh occurrence, is independently selected from 
H, OH,\Ci-C 6 alkyl, C1-C4 alkoxy, CI, F, Br, I, CN, 
N0 2 , Nr\r 16 , and CF 3 ; 



10 



R 14 is H, phenyl\ benzyl , Ci-C 6 alkyl, or C 2 -C6 alkoxyalkyl; 
R l4a i s H/ phenyl, benzyl, methyl, ethyl, propyl, or butyl; 



R 15 , at each occurrence, is independently selected from H, 
Ci-C 6 alkyl, benzyl, phenethyl, (Ci-C 6 alkyl) -C (=0) - , 
15 and (Ci-C 6 alkyl ) -sVo) 2 - ; 

R 16 , at each occurrence, is\independently selected from 
H, OH, Ci-Ce alkyl, benzyl, phenethyl, 
(Ci-C 6 alkyl) -C(=0)-, and\(Ci-C 6 alkyl) -S (=0) 2 - ; 

20 

R 17 is H, Ci-Ce alkyl, C 2 -Ce alkoxyalkyl, 
aryl substituted by 0-4 R 17a ,\or 
-CH 2 -aryl substituted by 0-4 R* 7a ; 

2 5 R 17a is H, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 

propoxy, butoxy, -OH, F, CI, Br, 1^ CF 3 , OCF 3 , SCH 3 , 
S(0)CH 3 , S0 2 CH 3 , -NH 2 , -N(CH 3 ) 2 , or^r-C 4 haloalkyl; 

R 18 , at each occurrence, is independently selected from 

3 0 H, Ci-Ce alkyl, phenyl, benzyl, phenethyl, 

(C1-C6 alkyl) -C (=0) -, and (Ci-C 6 alkyl) -S(=0) 2 - ; and 

R 19 , at each occurrence, is independently selected from 
H, OH, Ci-Ce alkyl, phenyl, benzyl, phenethVl, 
35 (Ci-C 6 alkyl) -C(=0)-, and (Ci-C 6 alkyl) -S (=0)\ ? - ; 

provided, when R 13 is H, 
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10 




tft^n Z is C4-C6 alkyl substituted with 1-3 R 12 ; 

C2-C4 alkenyl substituted with 1-3 R 12 ; or 
C2-C4 alkynyl substituted with 1-3 R 12 . 

\ 

14. A Compound according to Claim 13 of Formula (la) 
whereii 

R 3 is -(CHR\ n -R 4 , 




n is 0 or 1; 

R 3a is H, OH, mettiVl, ethyl, propyl, butyl, methoxy, 

ethoxy, propo^, butoxy, allyl, or 3-buten-l-yl ; 



n 

m 



15 R 4 is H, OH, OR 14a , 

C1-C4 alkyl substituted with 0-2 R 4a , 
C2-C4 alkenyl substituted with 0-2 R 4a , 
C2-C4 alkynyl substituted with 0-1 R 4a , 
C3-C6 carbocycle substituted with 0-3 R 4b , 
20 C6-C10 aryl substitutedNwith 0-3 R 4b , or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected frWi nitrogen, oxygen, and 
sulphur, wherein said 5 \o 6 membered heterocycle is 
substituted with 0-3 R 4b ; 

25 

R 4a , at each occurrence, is independently selected from is 
H, F, CI, Br, I, CF 3 , 

C3-C6 carbocycle substituted witA 0-3 R 4b , 

phenyl substituted with 0-3 R 4b , o 
3 0 5 to 6 membered heterocycle contairising 

heteroatoms selected from nitroge: 
sulphur, wherein said 5 to 6 membered 
substituted with 0-3 R 4b ; 



1 to 4 
oxygen, and 

heterocycle is 



35 R 4b , at each occurrence, is independently selected from H, 
OH, CI, F, Br, I, CN, N0 2 , NR 15 R 16 , CF 3 , a\etyl, SCH 3 , 
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f 5 




S(=0)CH 3 , S(=0) 2 CH 3 , C1-C4 alkyl, C1-C3 alkoxy, C1-C2 
aloalkyl, and C1-C2 haloalkoxy; 

R 5 is H,V)R 14 ; 

Ci-c\alkyl substituted with 0-3 R 5b ; 
C2-C4 \lkenyl substituted with 0-3 R 5b ; 
C2-C4 alSkynyl substituted with 0-3 R 5b ; 



Q 

'isf 
: « 



10 



15 



20 



25 



R 5a is H, me thy a, ethyl, propyl, or butyl; 

R 5b , at each occurrence, is independently selected from: 

H, methyl, ethS(l, propyl, butyl, CF 3 , OR 14 , Cl, F, Br, 

I, =0; 

C3-C6 carbocycle Substituted with 0-3 R 5c ; 
phenyl substituted Vith 0-3 R 5c ; or 
5 to 6 membered heteVocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said, 5 to 6 membered heterocycle is 
substituted with 0-3 R^ c ; 

R 5c , at each occurrence, is independently selected from H, 
OH, Cl, F, Br, 1, CN, N0 2 , NRS^R 16 , CF 3 , acetyl, SCH 3 , 
S(=0)CH 3 , S(=0) 2 CH 3 , C1-C4 alk^sL, C1-C3 alkoxy, C1-C2 
haloalkyl, and C1-C2 haloalkoxy N 

R 6 is H; 



30 



35 



R 7 , at each occurrence, is independently selected from H, 
F, CF 3/ methyl, and ethyl; 

Ring B is a 7 membered lactam, 

wherein the lactam is saturated, partially\saturated 

or unsaturated; 
wherein each additional lactam carbon is substituted 

with 0-2 R 11 ; and, 
optionally, the lactam contains a heteroatom selected 

from -N=, -NH-, and -N(R 10 )-; 
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''Additionally, two R 11 substituents on adjacent atoms may be 
A \ combined to form a benzo fused radical; wherein said 

AA \benzo fused radical is substituted with 0-2 R 13 ; 



10 



additionally, two R 11 substituents on adjacent atoms may be 
combined to form a 5 to 6 membered heteroaryl fused 
radica\, wherein said 5 to 6 membered heteroaryl fused 
radical ^comprises 1 or 2 heteroatoms selected from N, 
O, and S;N^herein said 5 to 6 membered heteroaryl 
fused radical is substituted with 0-2 R 13 ; 



15 



additionally, two rH substituents on the same or adjacent 
carbon atoms may\be combined to form a C3-C6 
carbocycle substituted with 0-2 R 13 ; 



20 



25 



R 10 is H, C(=0)R 17 , C(=0)OrV ; 

C1-C4 alkyl optionally substituted with 0-1 R 10a ; 
phenyl substituted with 0-^4 R 10b ; 
C3-C6 carbocycle substituted with 0-3 R 10b ; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from noNtrogen, oxygen, and 
sulphur, wherein said 5 to 6 \embered heterocycle is 
substituted with 0-3 R 10b ; 

R 10a , at each occurrence, is independently\selected from H, 
C1-C4 alkyl, OR 14 , Cl, F, Br, I, =0, CNv, N0 2 , NR 15 R 16 , 
CF 3 , or phenyl substituted with 0-4 R 10bs ) 



3 0 R 10b , at each occurrence, is independently selected from H, 
OH, C1-C4 alkyl, C1-C3 alkoxy, Cl, F, Br, I,\CN, N0 2 , 
NR 15 R 16 , or CF 3 ; 



R 11 , at each occurrence, is independently selected frc 
35 H, C1-C4 alkoxy, Cl, F, =0, NR 18 R 19 , C(=0)R 17 , 

C(=0)OR 17 , CF 3 ; 

C1-C6 alkyl optionally substituted with 0-3 R lla ; 
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Ce-Cio aryl substituted with 0-3 R llb ; 
\^ C3-C6 carbocycle substituted with 0-3 R llb ; or 
V 5 to 6 membered heterocycle containing 1 to 4 
\ heteroatoms selected from nitrogen, oxygen, and 

\sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R llb ; 

R lla , at eacl\occurrence, is independently selected from H, 
C1-C4 alkVl, OR 14 , F, =0, NR 15 R 16 , CF 3 , or phenyl 
substituted with 0-3 R llb ; 

R llb , at each occurrence, is independently selected from H, 
OH, CI, F, NR 15 V 6 , CF 3 , C1-C4 alkyl, C1-C3 alkoxy, 
C1-C2 haloalkyl, \nd C1-C2 haloalkoxy; 

Z is C1-C4 alkyl substituted with 1-3 R 12 ; 

C2-C4 alkenyl substituted with 1-3 R 12 ; 

C2-C4 alkynyl substituted with 1-3 R 12 ; 

C6-C10 aryl substituted wisth 0-4 R 12b ; 

C3-C6 carbocycle substituted with 0-4 R 12b ; or 

5 to 10 membered heterocycle\containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
.sulphur, wherein said 5 to 6\nembered heterocycle is 
substituted with 0-3 R 12b ; \ 

R 12 , at each occurrence, is independent lyV selected from 
Ce-Cio aryl substituted with 0-4 R 12b ;\ 
C3-C6 carbocycle substituted with 0-4 R^- 2b ; or 
5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxyaen, and 
sulphur, wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R 12b ; \ 

R 12b , at each occurrence, is independently selected Ejrom 
H, OH, CI, F, NR 15 R 16 , CF 3 , acetyl, SCH3 , S(=0)CH\, 
S(=0) 2 CH 3 , C1-C4 alkyl, C1-C3 alkoxy, C1-C2 haloalkyl, 
and C1-C2 haloalkoxy; \ 
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# 



R 13 , at each occurrence, is independently selected from 
H, OH, Ci-Cs alkyl, C1-C4 alkoxy, CI, F, Br, I, CN, 
N0 2 , NR 15 R 16 , and CF 3 ; 

R 14 is\H, phenyl, benzyl, C1-C4 alkyl, or C2-C4 alkoxyalkyl ; 



10 



R 15 , at eaoh occurrence, is independently selected from H, 
C1-C4 aikyl, benzyl, phenethyl, (C1-C4 alkyl ) -C ( =0) - , 
and (Ci-CV alkyl) -S (=0) 2 -; 



15 



2 0 



R 16 , at each occurrence, is independently selected from 
H, OH, C1-C4 alWl, benzyl, phenethyl, 
(C1-C4 alkyl) -C(^D) and (C1-C4 alkyl ) -S ( =0) 2 - ; 

R 17 is H, methyl, ethyl, propyl, butyl, methoxymethyl , 
ethoxymethyl , methoxyetshyl , ethoxyethyl , 
phenyl substituted by 0-\ R 17a , or 
-CH2-phenyl substituted by\0-3 R 17a ; 

R 17a is H, methyl, methoxy, -OH, F,\ci, CF 3 , or OCF 3 ; 



25 



R 18 , at each occurrence, is independently selected from 

H, methyl, ethyl, propyl, butyl, phenyl, benzyl, and 
phenethyl ; and 



R 19 , at each occurrence, is independently selected from 
H, methyl, and ethyl; 

3 0 provided, when R 13 is H, 

then Z is butyl substituted with 1-3 R 12 ; 

C2-C4 alkenyl substituted with 1-3 R 12 ; or 
C2-C4 alkynyl substituted with 1-3 R 12 . 



3 5 15. A compound of \laim 14 of Formula (lb) : 
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HoN 



P R 5 H O 




R 3 6 



B 



(lb) 

or a phavrmaceutically acceptable salt or prodrug thereof 
wheirein: 



Ring B is selected from: 
iV' \ O 



La 



11 



>13 



>11 



R 



13 



11 



R 



11 




13 



13 



10 




^13/^^ R 13 
A13 



>13 



>13' 











' R 13 


R 13 



-R 

>13 



13 



N 



R 11 

R 13 



13 



13 



13 



R 



, and 



15 16. A compound according to Claim 15 of Formula (Ic) : 



HoN 




(ic) 

or a pharmaceutically acceptable salt or prodrug \hereof 
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lerein 



R3 



R 4 , 



,)0 



C3- 



15 



20 



25 



R 4 is\Ci-C4 alkyl substituted with 0-1 R 4a , 

cV-C4 alkenyl substituted with 0-1 R 4a , or 
C2"\^4 alkynyl substituted with 0-1 R 4a ; 

R 4a , at eaqh occurrence, is independently selected from 
H, F, Wj, 

C3-C6 carbocycle substituted with 0-3 R 4b , 

phenyl substituted with 0-3 R 4b , or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
subs titu tea. with 0-3 R 4b ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, Vriazinyl, f uranyl , thienyl, thiazolyl, 
pyrrolyl, pipervazinyl , piperidinyl, pyrazolyl, 
imidazolyl, oxaz\jlyl, isoxazolyl, and tetrazolyl; 

R 4b , at each occurrence, i^ independently selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 \ acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH3, methyl, ethyA propyl, butyl, methoxy, 
ethoxy, propoxy, C1-C2 ha\oalkyl, and C1-C2 haloalkoxy; 



30 



35 



R 5 is C1-C4 alkyl substituted with 0-1 R 5b ; 

C2-C4 alkenyl substituted with 0-1 R 5b ; 
C2-C4 alkynyl substituted with\p-l R 5b ; 

R 5b , at each occurrence, is independently selected from: 
H, methyl, ethyl, propyl, butyl, cV 3 , OR 14 , =0; 
C3-C6 carbocycle substituted with 0~x R 5c ; 
phenyl substituted with 0-3 R 5c ; or 
5 to 6 membered heterocycle containing \1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered Heterocycle is 
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t°10 



substituted with 0-3 R 5c ; wherein said 5 to 6 
lembered heterocycle is selected from pyridinyl, 

frimidinyl, tiriazinyl, f uranyl , thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piper idinyl, pyrazolyl, 
im^dazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 

R 5c , at each\ occurrence, is independently selected from H, 
OH, C1,\F, NR 15 R 16 , CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH 3 \ methyl, ethyl, propyl, butyl, methoxy, 
ethoxy, pAopoxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 



C3 



O 

i B M; 



15 



20 



25 



R 11 , at each occurrence, is independently selected from 
H, =0, NR 18 R 1 A CF 3 ; 

C1-C4 alkyl optionally substituted with 0-1 R lla ; 

phenyl substituted with 0-3 R llb ; 

C 3 -C6 carbocycle\substituted with 0-3 R llb ; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
•sulphur, wherein\said 5 to 6 membered heterocycle is 
substituted with <S)-3 R llb ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazifvyl, f uranyl , thienyl, thiazolyl, 
pyrrolyl, piperaziny\, piperidinyl, pyrazolyl, 
imidazolyl, oxazolyl , \isoxazolyl , and tetrazolyl; 

R lla , at each occurrence, is independently selected from H, 
C1-C4 alkyl, OR 14 , F, Cl, =Q\ NR 15 R 16 , CF 3 , or phenyl 

substituted with 0-3 R llb ; 



3 0 R llb , at each occurrence, is independently selected from H, 
OH, Cl, F, NR 15 R 16 , CF 3 , methyl , N^thyl , propyl, butyl, 
methoxy, ethoxy, propoxy, C1-C2 h\loalkyl, and C1-C2 
haloalkoxy; 



35 Z is C1-C3 alkyl substituted with 1-3 R 12 ;> 
C2-C3 alkenyl substituted with 1-3 R 1: 
C2~C 3 alkynyl substituted with 1-3 R 12 ;' 
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C°io 



X 



c\-Cio aryl substituted with 0-4 R 12b ; 

C3^Ce carbocycle substituted with 0-3 R 12b ; or 

5 toy 6 membered heterocycle containing 1 to 4 

hetieroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 12b ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl , triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolylX piperazinyl, piperidinyl, pyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 



\2 



ru. 



R 12 , at each occurrence, is independently selected from 
C6-C10 aryl substituted with 0-4 R 12b ; 
C3-C6 carbocycle\ substituted with 0-3 R 12b ; or 
15 5 to 6 membered hfeterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein Nsaid 5 to 6 membered heterocycle is 
substituted with 0\3 R 12b ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
2 0 pyrimidinyl, triazinVL, furanyl, thienyl, thiazolyl, 

pyrrolyl , piperazinyl \ piperidinyl , pyrazolyl , 
imidazolyl, oxazolyl, rsoxazolyl, and tetrazolyl; 



R 12b , at each occurrence, is independently selected from 
25 H, OH, CI, F, NR 15 R 16 , CF 3 , acetyl , SCH 3 , S(=0)CH 3 , 

S(=0)2CH3, methyl, ethyl, propyi , butyl, methoxy, 
ethoxy, propoxy, C1-C2 haloalkyl\ and C1-C2 haloalkoxy; 

R 13 , at each occurrence, is independently selected from 
3 0 H, OH, methyl, ethyl, propyl, butyl ,\methoxy, ethoxy, 

CI, F, Br, CN, NR 15 R 16 , and CF 3 ; 



R 14 is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 



35 



R 15 , at each occurrence, is independently selected from H, 
methyl, ethyl, propyl, and butyl; \ 



>0 



R 16 , at each occurrence, is independently selected from 
H /\)H , methyl , ethyl , propyl , butyl , benzyl , 
phene^hyl, methyl -C (=0) -, ethyl -C (=0) -, 
methyl-^i=0) 2 -/ and ethyl-S (=0) 2 - ; 

R 18 , at each occurrehce, is independently selected from 

H , methyl , ethyl , propyl , butyl , phenyl , benzyl , and 
phenethyl; and 



10 R 19 , at each occurrence, is 
H, methyl, and ethyl. 



independently selected from 



15 



provided, when R 13 is H, 

then Z is C2-C3 alkenyl substituted with 1-3 RX^; or 
C2-C3 alkynyl substituted with 1-3 R 12 



in! 



17. A compound according to Claim 15 of Formula (Id) 



25 



30 




or a pharmaceutically acceptable salt or prodrug thereof 
wherein : 

R 3 is R 4 , 

R 4 is C1-C4 alkyl substituted wi1 

C2-C4 alkenyl substituted wittT 
C2-C4 alkynyl substituted with 

R 4a , at each occurrence, is independently selected from 
H, F, CF 3 , 

C3-C6 carbocycle substituted with 0-3 R 4b , 
phenyl substituted with 0-3 R 4b , or 
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to 6 membered heterocycle containing 1 to 4 
heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 4b ; wherein said 5 to 6 
memJSered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, f uranyl , thienyl, thiazolyl, 
pyrrolvl , piperazinyl ,_piperidinyl , pyrazolyl , 
imidazo^yl, oxazolyl, isoxazolyl, and tetrazolyl; 

10 R 4b , at each occuVrence, is independently selected from H, 
OH, CI, F, NR^R 16 , CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH3, methyl, ethyl, propyl, butyl, methoxy, 
ethoxy, propoxy\ C1-C2 haloalkyl, and C1-C2 haloalkoxy; 



□ 



15 R 5 is C1-C4 alkyl substituted with 0-1 R 5b ; 

C2-C4 alkenyl substituted with 0-1 R 5b ; 
C2-C4 alkynyl substituted with 0-1 R 5b ; 



1 n- 

'z -si' 



0 



R 5b , at each occurrence, is independently selected from: 
20 H, methyl, ethyl, propyl\ butyl , CF 3 , OR 14 , =0; 

C 3 -C6 carbocycle substituted with 0-2 R 5c ; 
phenyl substituted with 0-3\R 5c ; or 
5 to 6 membered heterocycle (containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
25 sulphur, wherein said 5 to 6\ membered heterocycle is 

substituted with 0-3 R 5c ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, f uranyl \ thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinVL, pyrazolyl, 
30 imidazolyl, oxazolyl, isoxazolyl , \and tetrazolyl; 



35 



R 5c , at each occurrence , is independei 

OH, CI , F , NR 15 R 16 , CF 3 , acetyl , S< 
S(=0)2CH 3 , methyl, ethyl, propyl, bu^ 
ethoxy, propoxy, C1-C2 haloalkyl, and 



fleeted from H, 
=0^ CH 3 , 
at-hoxy , 
haloalkoxy; 



R 11 , at each occurrence, is independently selected from 



10 



m 



hA^=o, NR 18 R 19 , CF 3 ; 

C1-C4 alkyl optionally substituted with 0-1 R lla ; 

phenyl substituted with 0-3 R llb ; 

C3-CeV;arbocycle substituted with 0-3 R llb ; or 
5 to ffvmembered heterocycle containing 1 to 4 

hete^patoms selected from nitrogen, oxygen, and 
sulptnir, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R llb ; wherein said 5 to 6 
memberedV heterocycle is selected from pyridinyl, 
pyrimidinVl, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 
imidazolyl , \xazolyl , isoxazolyl, and tetrazolyl; 



R lla , at each occurrence, is independently selected from H, 
15 C1-C4 alkyl, OR 14 , V, CI, =0, NR 15 R 16 , CF 3 , or phenyl 

substituted with 0-\R llb ; 



R llb , at each occurrence, is\ independently selected from H, 
OH, CI, F, NR 15 R 16 , CF3,\methyl, ethyl, propyl, butyl, 
20 methoxy, ethoxy, propoxy ,\Ci-C2 haloalkyl, and C1-C2 

haloalkoxy ; 



Z is C1-C3 alkyl substituted with Y- 3 R 12 ; 

C2-C3 alkenyl substituted with\l-3 R 12 ; 
25 C2-C3 alkynyl substituted with i\-3 R 12 ; 

C6-C10 aryl substituted with 0-4 V 12b ; 

C3-C6 carbocycle substituted with\)-3 R 12b ; or 

5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogeA, oxygen, and 
3 0 sulphur, wherein said 5 to 6 membef^d heterocycle is 

substituted with 0-3 R 12b ; wherei^ssaid 5 to 6 
membered heterocycle is selected^i^hA pyridinyl , 
pyrimidinyl, triazinyl, furanyl, tPK^^^, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrrolyl, 
35 imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 



R 12 , at each occurrence, is independently selected from 



# 



10 



^-Cio aryl substituted with 0-4 R 12b ; 
C3^6 carbocycle substituted with 0-3 R 12b ; or 
5 to\6 membered heterocycle containing 1 to 4 

heteuroatoms selected from nitrogen, oxygen, and 
sulpnur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 12b ; wherein said 5 to 6 
membereS heterocycle is selected from pyridinyl, 
pyrimidirwa, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, V>iperazinyl , piperidinyl, pyrazolyl, 
imidazolyl Aoxazolyl , isoxazolyl, and tetrazolyl; 



15 



R 12b , at each occurrence, is independently selected from 
H, OH, CI, F, NRiV 16 , CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH 3 , methyl, Nethyl, propyl, butyl, methoxy, 
ethoxy, propoxy, Ci-\2 haloalkyl, and C1-C2 haloalkoxy; 



20 



R 13 , at each occurrence, is ^independently selected from 

H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
CI, F, Br, CN, NR 15 R 16 , and CF 3 ; 

R 14 is H, phenyl, benzyl, methyl ,\ ethyl , propyl, or butyl; 



25 



30 



R 15 , a t each occurrence, is independently selected from H, 
methyl, ethyl, propyl/ and butyl; 

R 16 , at each occurrence, is independently selected from 
H, OH, methyl, ethyl, propyl, butyl, benzyl, 
phenethyl, methyl -C (=0) -, ethyl -C (=G^) -, 
methyl-S (=0) 2-/ and ethyl-S (=0) 



R 18 , at each occurrence, is independen 
H, methyl, ethyl, propyl, butyl, 
phenethyl ; and 



»cted from 
phei^i^ssbenzyl , and 



3 5 R 19 , at each occurrence, is independently selected from 
H, methyl, and ethyl. 
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provided, wh^n R 13 is H, 

then Z is C2-C^aJ^^^l substituted with 1-3 R 12 ; or 
C2-C 3 ( ^!n^^£lsubstituted with 1-3 R 12 



18. 



s 



Q 



10 



compound according to Claim 15 of Formula (Ie) 
9 R 



II M |_| U 



* 3 

(Ie) 

or a pharmaceutical ly acceptable salt or prodrug thereof 
wherein : 

R 3 is R 4 , 



15 R 4 is C1-C4 alkyl substituted with 0-1 R 4a , 

C2-C4 alkenyl substituted with 0-1 R 4a , or 
C2-C4 alkynyl substituted with 0-1 R 4a ; 



R 4a , at each occurrence, is independently selected from 
2 0 H, F, CF 3 , 

C3-C6 carbocycle substituted with 0-3 R 4b , 
phenyl substituted with 0-3\R 4b , or 
5 to 6 membered heterocycle Containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 

2 5 sulphur, wherein said 5 to 6\membered heterocycle is 

substituted with 0-3 R 4b ; wherfein said 5 to 6 
membered heterocycle is selecte^ from pyridinyl, 
pyrimidinyl , triazinyl , f uranyl , \thienyl , thiazolyl , 
pyrrolyl, piperazinyl, piperidinyls. pyrazolyl, 

3 0 imidazolyl, oxazolyl, isoxazolyl, ahd tetrazolyl; 



R 4b , at each occurrence, is independently selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 , acetyl, SCH 3 , S(=a)CH 3/ 



\S(=0)2CH 3 , methyl, ethyl, propyl, butyl, methoxy, 
ethoxy, propoxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

R 5 is CiVr 4 alkyl substituted with 0-1 R 5b ; 

C 2 -c\ alkenyl substituted with 0-1 R 5b ; 
C 2 -C 4 Vlkynyl substituted with 0-1 R 5b ; 

R 5b , a t each occurrence, is independently selected from: 
H, methyly ethyl, propyl, butyl, CF 3 , OR 14 , =0; 
C3-C6 carbocycle substituted with 0-2 R 5c ; 
phenyl substituted with 0-3 R 5c ; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatomk selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 5c ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, tr\azinyl, f uranyl , thienyl, thiazolyl, 
pyrrolyl, piperakinyl , piperidinyl, pyrazolyl, 
imidazolyl, oxazoiyl, isoxazolyl, and tetrazolyl; 

R 5c , a t each occurrence, is\independently selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 ,\ acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH 3/ methyl, ethyl\ propyl , butyl, methoxy, 
ethoxy, propoxy, C1-C2 haioalkyl , and C1-C2 haloalkoxy; 

R 10 is H, C(=0)R 17 , C(=0)OR 17 ; \ 

C1-C4 alkyl optionally substituted with 0-1 R 10a ; 

phenyl substituted with 0-4 R 1 ^; 

C 3 -Ce carbocycle substituted witth 0-3 R 10b ; or 
5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 10b ; whereik said 5 to 6 
membered heterocycle is selected fSrom pyridinyl, 
pyrimidinyl, triazinyl, f uranyl, ttrienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, Vyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, and\ tetrazolyl ; 



> 



10 



15 



20 



25 



30 



35 



R x \ a / at each occurrence, is independently selected from H, 
methyl, ethyl, propyl, butyl, OR 14 , Cl, F, =0, NR 15 R 16 , 
SpF 3 , or phenyl substituted with 0-4 R 10b ; 

R 10b , a^y each occurrence, is independently selected from H, 
OH,\methyl, ethyl, propyl, butyl, methoxy, ethoxy, 
prop\xy, Cl, F , NR 15 R 16 , and CF 3 ; 

Z is C1-C3 aYkyl substituted with 1-3 R 12 ; 

C2-C3 alJtenyl substituted with 1-3 R 12 ; 

C2-C3 alkViyl substituted with 1-3 R 12 ; 

Ce-Cio aryly substituted with 0-4 R 12b ; 

C3-C6 carbocycle substituted with 0-3 R 12b ; or 

5 to 6 membe^sed heterocycle containing 1 to 4 

heteroatoms\selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted waSth 0-3 R 12b ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triVzinyl, f uranyl , thienyl, thiazolyl, 
pyrrolyl, piperaziiiyl , piperidinyl, pyrazolyl, 
imidazolyl, oxazolysj., isoxazolyl, and tetrazolyl; 

R 12 ,.at each occurrence, is independently selected from 
Ce-Cio aryl substituted waSth 0-4 R 12b ; 
C3-C6 carbocycle substituted with 0-3 R 12b ; or 
5 to 6 membered heterocycle ^containing 1 to 4 

heteroatoms selected from Aitrogen, oxygen, and 
sulphur, wherein said 5 to 6\ membered heterocycle is 
substituted with 0-3 R 12b ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanylX thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, \nd tetrazolyl; 

R 12b , at each occurrence, is independently selected from 
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OH, CI, F, NR 15 R 16 , CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 
'=0)2CH 3 , methyl, ethyl, propyl, butyl, methoxy, 
etKpxy, propoxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 



c / 10 



R 13 , at each occurrence, is independently selected from 

H, OH,\nethyl, ethyl, propyl, butyl, methoxy, ethoxy, 
CI, F, Kr, CN, NR 15 R 16 , and CF 3 ; 

R 14 is H, phenyl\ benzyl , methyl, ethyl, propyl, or butyl; 

R 15 , at each occurrence, is independently selected from H, 
methyl, ethyl, \ropyl, and butyl; 



R 16 , at each occurrence ,\ is independently selected from 
15 H, OH, methyl, ethyl\ propyl, butyl, benzyl, 

phenethyl, methyl -C ( =0) - , ethyl -C (=0) -, 
methyl-S (=0) 2 - / and eth^l-S ( =0) 2 - ; 

R 17 is H, methyl, ethyl, propyl ,V butyl , methoxymethyl , 
20 ethoxymethyl, methoxyethyl , \thoxyethyl , 

phenyl substituted by 0-3 R 17£ \ or 
-CH2 -phenyl substituted by 0-3 * 17a 



R 17a is H, methyl, methoxy, -OH, F, C1,\£F 3 , or 0CF 3 ; 

25 

R 18 , at each occurrence, is independently ^elected from 

H, methyl, ethyl, propyl, butyl, pheny\, benzyl, and 
phenethyl; and 

3 0 R 19 , at each occurrence, is independently selected from 
H, methyl, and ethyl. 



35 



provided, when R 13 is H, 
then Z is C2~C 3 alkenyl substituted with 1-3 R 12 ; or 
C2~C 3 alkynyl substituted with 1-3 R 12 . 



19. A compound accordiiyii^LClaim 15 of Formula (If) 
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* 



HoN 




(If) 

or a pharmaceutical ly acceptable salt or prodrug thereof 
wherein : 



R3 



is 



R 4 , 



Q 



10 



15 



20 



25 



30 



R 4 is C1-C4 alkyl substituted with 0-1 R 4a , 

C2-C4 alkenyl substituted with 0-1 R 4a , or 
C2-C4 alkynyl substituted with 0-1 R 4a ; 

R 4a , at each occurrence \ is independently selected from 
H, F, CF 3 , 

C3-C6 carbocycle substituted with 0-3 R 4b , 
phenyl substituted with 0-3 R 4b , or 
5 to 6 membered heterocVcle containing 1 to 4 

heteroatoms selected irrom nitrogen, oxygen, and 
sulphur, wherein said 5\to 6 membered heterocycle is 
substituted with 0-3 R 4b X wherein said 5 to 6 
membered heterocycle is selected from pyridinyl , 
pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperddinyl , pyrazolyl, 
imidazolyl, oxazolyl, isoxazo^yl, and tetrazolyl; 

R 4b , at each occurrence, is indepe N K^e^^y selected from H, 
OH, CI, F, NR 15 R 16 , CF 3 , acetyl^SOTO\S ( =0 ) CH 3 , 
S(=0)2CH 3/ methyl, ethyl, propyl ,^^tVQ^ me thoxy, 
ethoxy, propoxy, C1-C2 haloalkyl, and\Ci-C2 haloalkoxy; 

R 5 is C1-C4 alkyl substituted with 0-1 R 5b ; 

C2-C4 alkenyl substituted with 0-1 R 5b ; 
C2-C4 alkynyl substituted with 0-1 R 5b ; 
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9 



10 



R 5b , at each occurrence, is independently selected from: 
H,\methyl, ethyl, propyl, butyl, CF 3 , OR 14 , =0; 
C 3 -<3§ carbocycle substituted with 0-2 R 5c ; 
phenyl substituted with 0-3 R 5c ; or 
5 to 6\membered heterocycle containing 1 to 4 

hetercatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 5c ; wherein said 5 to 6 
memberedXheterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, 
pyrrolyl, piperazinyl, piperidinyl, pyrazolyl, 
imidazolyl, qxazolyl, isoxazolyl, and tetrazolyl; 



15 R 5c , at each occurrence\ is independently selected from H, 
OH, CI, F, NR 15 R 16 ,\CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH 3 , methyl, efthyl, propyl, butyl, methoxy, 
ethoxy, propoxy, Ci-C^ haloalkyl , and C1-C2 haloalkoxy; 

20 Z is C1-C3 alkyl substituted Vith 1-3 R 12 ; 

C 2 -C 3 alkenyl. substituted\with 1-3 R 12 ; 
C 2 -C 3 alkynyl substituted Vlth 1-3 R 12 ; 
Ce-Cio aryl substituted witttyO-4 R 12b ; 
C 3 -C 6 carbocycle substituted Vith 0-3 R 12b ; or 
25 5 to 6 membered heterocycle containing 1 to 4 

heteroatoms selected from niVrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R 12b ; wherein said 5 to 6 
membered heterocycle is selected from pyridinyl, 
3 0 pyrimidinyl, triazinyl, furanyl, Nthienyl, thiazolyl, 

pyrrolyl, piperazinyl, piperifl^nyly pyrazolyl, 
imidazolyl, oxazolyl, isoxazol$T\^^id tetrazolyl; 



R 12 , at each occurrence, is independently ^SCL^^eted from 
35 C6-C10 aryl substituted with 0-4 R 12b ; 

C 3 -C 6 carbocycle substituted with 0-3 R 12b \ or 
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\ 



5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 



\ sulphur, wherein said 5 to 10 membered heterocycle 
\is substituted with 0-3 R 12b ; wherein said 5 to 6 




rffeembered heterocycle is selected from pyridinyl, 
py^rimidinyl, triazinyl, f uranyl , thienyl, thiazolyl, 
pyiVolyl, piperazinyl, piperidinyl, pyrazolyl, 
imid\zolyl, oxazolyl, isoxazolyl, and tetrazolyl; 



R 12b , at each occurrence, is independently selected from 
H, OH, CI, \, NR 15 R 16 , CF 3 , acetyl, SCH 3 , S(=0)CH 3 , 
S(=0)2CH3, methyl, ethyl, propyl, butyl, methoxy, 
ethoxy, propoxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

R 13 , at each occurrence, is independently selected from 

H, OH, methyl, ethVl , propyl, butyl, methoxy, ethoxy, 
CI, F, Br, CN, NR 15 R^ 6 , and CF 3 ; 

R 14 is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

R 15 , at each occurrence, is independently selected from H, 
methyl, ethyl, propyl, anck butyl; 

R 16 , at each occurrence, is independently selected from 
H, OH, methyl, ethyl, propyl , \butyl , benzyl, 
phenethyl, methyl -C (=0) ethyV-C (=0) -, 
methyl -S (=0)2-, and ethyl -S ( =0) 2V ; 

R 18 , at each occurrence, is independently selected from 

H, methyl, ethyl, propyl, butyiv^Dhfenyl , benzyl, and 



R 19 , at each occurrence, is independentl^selected from 
H, methyl, and ethyl. \ 

provided, when R 13 is H, \ 
then Z is C2~C 3 alkenyl substituted with 1-3 R 12 \ or 



phenethyl; and 
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C2-C3 alkyny 




tituted with 1-3 R 12 . 



20. \ A compound according to one of Claims 16, 17, 
/herein : 



18, 19, 



ft 



LJ 

Pi- 



< B1 =i. 



R3 is -CSh. -CH2CH3, -CH 2 CH 2 CH 3/ -CH2CH2CH2CH3 , 

-CH2(CH3J 2 . -CH(CH 3 )CH 2 CH 3 , -CH 2 CH (CH 3 ) 2 , -CH 2 C(CH 3 ) 3 , 
-CF 3> -CHsCF 3 , -CH 2 CH 2 CF3, -CH 2 CH 2 CH 2 CF 3 , 
-CH=CH 2 , -W 2 CH=CH 2 , -CH 2 C(CH 3 )=CH 2 , -CH 2 CH=C (CH 3 ) 2 , 
10 -CH 2 CH 2 CH=CHo, -CH 2 CH 2 C (CH 3 ) =CH 2 , -CH 2 CH 2 CH=C (CH 3 ) 2 , 

cis-CH 2 CH=CHCCH 3 ) , cis-CH 2 CH 2 CH=CH (CH 3 ) , 
trans -CH 2 CH=CH\CH 3 ) , trans -CH 2 CH 2 CH=CH ( CH 3 ) ; 
-C^CH , -CH 2 C=CH ,\ -CH 2 C=C (CH 3 ) , 
eye lopropy 1 -CH 2 - ,\cyc lobutyl -CH 2 - , cyclopenty 1 -CH 2 - , 
15 cyclohexyl-CH 2 -, cyclopropyl-CH 2 CH 2 - , 

cyclobutyl-CH 2 CH 2 -, $yclopentyl-CH 2 CH 2 - , 
cyclohexyl-CH 2 CH 2 - , pWenyl-CH 2 -, 

[2 -F-phenyl )CH 2 -, ( 3-F-Wenyl ) CH 2 - , (4-F-phenyl ) CH 2 - , 
;2-Cl-phenyl)CH 2 -, (3-Cl\phenyl) CH 2 - , (4-Cl-phenyl) CH 2 - , 
20 (2, 3-diF-phenyl)CH 2 -, ( 2 , 4,-diF-phenyl) CH 2 - , 

2, 5-diF-phenyl)CH 2 -, (2, 6\liF-phenyl)CH 2 - , 

3 . 4- diF-phenyl)CH 2 -, (3 , 5-ddF-phenyl) CH 2 - , . 
2, 3-diCl-phenyl)CH 2 -, (2 , 4 - die 1 -phenyl ) CH 2 - , 

2 . 5- diCl-phenyl)CH 2 -, (2, 6 -dhel -phenyl ) CH 2 - , 
25 (3 , 4-diCl -phenyl) CH 2 -, (3 , 5 -diCO. -phenyl ) CH 2 - , 

3-F-4-Cl-phenyl ) CH 2 - , ( 3-F-5-C]Vphenyl ) CH 2 - , 
; 3 -CI -4-F-phenyl ) CH 2 - , phenyl -CH 2 W 2 - , 
; 2 -F-phenyl ) CH 2 CH 2 - , (3 -F-phenyl ) CIJ 2 CH 2 - , 
; 4-F-phenyl )CH 2 CH 2 -, ( 2 -Cl -phenyl ) CtJ 2 CH 2 - , 
30 ( 3 -Cl -phenyl )CH 2 CH 2 -, ( 4 -Cl -phenyl ) CPC 2 CH 2 - , 

[2,3 -diF-phenyl ) CH 2 CH 2 - , (2,4 -diF-phenvl ) CH 2 CH 2 - , 
2, 5-diF-phenyl)CH 2 CH 2 -, ( 2 , 6-diF-phenVl. ) CH 2 CH 2 - , 
;3 , 4-diF-phenyl)CH 2 CH 2 -, (3 , 5-diF-pheny\) CH 2 CH 2 - , 
[2, 3-diCl-phenyl)CH 2 CH 2 -, (2 , 4-diCl-phen^rl ) CH 2 CH 2 - , 
35 (2, 5-diCl-phenyl)CH 2 CH 2 -, (2 , 6-diCl-pheny\) CH 2 CH 2 - , 

[3 , 4-diCl-phenyl)CH 2 CH 2 -, (3 , 5-diCl-phenyl\cH 2 CH 2 - , 
;3-F-4-Cl-phenyl)CH 2 CH 2 -, or (3-F-5-Cl-phen^l) CH 2 CH 2 - , 
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C3 

fu 
U 
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□ 



10 



15 



20 



25 



is -CH 3 , -CH 2 CH 3 , -CH 2 CH 2 CH 3 , -CH(CH 3 ) 2 , -CH 2 CH 2 CH 2 CH 3 , 
>PH ( CH 3 ) CH 2 CH 3 , -CH 2 CH ( CH 3 ) 2 , -CH 2 C { CH 3 ) 3 , 

I 2 CH 2 CH 2 CH 2 CH 3 , -CH (CH 3 ) CH 2 CH 2 CH 3 , -CH 2 CH (CH 3 ) CH 2 CH 3 , 
-ChVh 2 CH (CH 3 ) 2 , -CH (CH 2 CH 3 ) 2 , -CF 3 , -CH 2 CF 3 , -CH 2 CH 2 CF 3 , 
-CH 2 CH 2 CH 2 CF 3 , -CH 2 CH 2 CH 2 CH 2 £F 3 , -CH=CH 2 , -CH 2 CH=CH 2 , 
-CH=CHfcH 3 , cis-CH 2 CH=CH(CH 3 ) , trans-CH 2 CH=CH ( CH 3 ) , 
trans -cVch=CH (C 6 H 5 ) , -CH 2 CH=C (CH 3 ) 2 , cis-CH 2 CH=CHCH 2 CH 3 , 
trans -Ch)ch=CHCH 2 CH 3 , cis-CH 2 CH 2 CH=CH (CH 3 ) , 
trans-CH 2 Cld 2 CH=CH(CH 3 ) , trans-CH 2 CH=CHCH 2 (C 6 H 5 ) , 
-C=CH, -CH 2 C$=CH, -CH 2 C=C (CH 3 ) , -CH 2 C=C (C 6 H 5 ) 
-CH 2 CH 2 C=CH, VCH 2 CH 2 C=C (CH 3 ) , -CH 2 CH 2 C=C (C 6 H 5 ) 
-CH 2 CH 2 CH 2 C=Ch\ -CH 2 CH 2 CH 2 C^C(CH 3 ) , -CH 2 CH 2 CH 2 C=C ( C 6 H 5 ) 
cyclopropyl-CH 2 \ , cyclobutyl-CH 2 - , cyclopentyl-CH 2 - , 
cyclohexyl-CH 2 - A (2-CH 3 -cyclopropyl) CH 2 - , 
( 3 -CH 3 -cyclobutyl )SCH 2 - , 

cyclopropyl-CH 2 CH 2 -\ cyclobutyl-CH 2 CH 2 - , 
cyclopentyl-CH 2 CH 2 - ,\cyclohexyl-CH 2 CH 2 - , 
( 2 -CH 3 -cyclopropyl ) ChV:h 2 - , (3 -CH 3 -cyclobutyl ) CH 2 CH 2 - , 
phenyl -CH 2 - , (2 -F -phenyl ) CH 2 - , (3 -F -phenyl ) CH 2 - , 

. -CH 2 - , thieny 1 -CH 2 - , 
V -CH 2 - , oxazolyl-CH 2 - , 



>ly^ 



( 4 -F -phenyl ) CH 2 - , f uran^ 
pyridyl-CH 2 - , 1-imidazo: 
isoxazolyl-CH 2 - , 

phenyl -CH 2 CH 2 - , ( 2 - F -phenyl )\:H 2 CH 2 - , (3 -F -phenyl ) CH 2 CH 2 - , 
(4-F-phenyl) CH 2 CH 2 - , f uranyl-GH 2 CH 2 - , thienyl-CH 2 CH 2 - , 
pyridyl-CH 2 CH 2 - , l-imidazolyl-C^ 2 CH 2 - , oxazolyl-CH 2 CH 2 - , 
isoxazolyl-CH 2 CH 2 - , 



is phenyl, 2-F-phenyl, 3 -F -phenyl, \-F -phenyl, 
30 2-Cl-phenyl, 3-Cl-phenyl, 4-Cl-phenyi, 2 , 3 -diF-phenyl , 

2 , 4 -diF-phenyl, 2 , 5 -diF-phenyl , 2 , 6-diP-phenyl , 
3 , 4-diF-phenyl, 3 , 5-diF-phenyl , 2 , 3 -dial -phenyl , 
2 , 4-diCl-phenyl , 2 , 5-diCl-phenyl , 2 , 6-drCl-phenyl , 
3 , 4-diCl-phenyl , 3 , 5 -diCl -phenyl , 3 -F-4-Cl-phenyl , 
35 3-F-5-Cl-phenyl, 3-Cl-4-F-phenyl , 2-MeO-ph&nyl , 

3 - MeO-phenyl , 4 -MeO-phenyl , 2 -Me-phenyl , 3 -Me-phenyl , 

4- Me-phenyl , 2-MeS-phenyl , 3-MeS-phenyl , 4-Me\-phenyl , 



-247- 



# 



V) 



^-CF 3 0-phenyl , 3 -CF 3 0-phenyl , 4-CF 3 0-phenyl , 
yranyl, thienyl, pyridyl, 2 -Me-pyridyl , 3 -Me-pyridyl , 
I -Me-pyridyl , 1-imidazolyl , oxazolyl, isoxazolyl, 
lVbenzimidazolyl , 
cycl\propyl, cyclobutyl, cyclopentyl, cyclohexyl, 

aorpholino , N-piperinyl , 
phenyl\CH 2 - , (2 -F -phenyl ) CH 2 - , (3 -F -phenyl ) CH 2 - , 
( 4 - F -phehy 1 ) CH 2 - , ( 2 -C 1 -phenyl ) CH 2 - , ( 3 -C 1 -phenyl ) CH 2 - , . 
( 4 -C5L -phenyl ) CH 2 -, (2 , 3 -diF -phenyl ) CH 2 - , 
2 , 4-diF-Vhenyl ) CH 2 - , ( 2 , 5-diF-phenyl ) CH 2 - , 
2 , 6-diF-pWnyl)CH 2 -, (3 , 4-diF-phenyl ) CH 2 - , 

(2,3 -die 1 -phenyl ) CH 2 - , 
(2, 5-diCl-phenyl)CH 2 -, 
( 3 , 4 -diC 1 -phenyl ) CH 2 - , 



6 -diF -phenyl ) CH 2 - , 

3. 5- diF-phenyl )CH 2 -, 
2 , 4- die 1 -phenyl ) CH 2 - 

2. 6- diCl-phe\yl)CH 2 -, 



3 , 5-diCl -phen^d ) CH 2 - , (3 -F- 4 -CI -phenyl ) CH 2 - , 
3 -F- 5 -CI -phenyls) CH 2 - , (3 -Cl -4 -F-phenyl ) CH 2 - , 

2 -MeO-phenyl ) CH 2 \, ( 3 -MeO-phenyl ) CH 2 - , 
4 -MeO-phenyl ) CH 2 -\ ( 2 -Me-phenyl ) CH 2 - , 

3 - Me -phenyl ) CH 2 - , M -Me-phenyl ) CH 2 - , 
2 -MeS -phenyl ) CH 2 - , -MeS -phenyl ) CH 2 - , 
-MeS-phenyl ) CH 2 - , (2 -W 3 0-phenyl ) CH 2 - , 

3 -CF 3 0-phenyl ) CH 2 - , ( 4 V?F 3 0-phenyl ) CH 2 - , 
furanyl)CH 2 -, ( thienyl ) CHa- , (pyridyl ) CH 2 - , 
2 -Me-pyridyl ) CH 2 - , ( 3 -Me-Wridyl ) CH 2 - , 

4 - Me-pyridyl ) CH 2 - , ( 1 - imidfczo lyl ) CH 2 - 
oxazolyl) CH 2 - , ( isoxazolyl )t£H 2 - , 
1-benzimidazolyl ) CH 2 - , ( cyclispropyl ) CH 2 - , 

( cyclobutyl ) CH 2 - , ( eye lopentVl ) CH 2 - , 
cyclohexyl ) CH 2 - , (morpholino) Cm- , (N-pipridinyl ) CH 2 - , 

phenyl -CH 2 CH 2 - , (phenyl ) 2 CHCH 2 - ., ( ^-F-phenyl ) CH 2 CH 2 - , 
3 -F-phenyl ) CH 2 CH 2 - , ( 4 -F-phenyl ) CH^CH 2 - , 
2 -C 1 -phenyl ) CH 2 CH 2 - , ( 3 -C 1 -phenyl ) CHoCH 2 - , 
4 -C 1 -phenyl ) CH 2 CH 2 - , (2,3 -diF -phenyl )W 2 CH 2 - , 
2 , 4-diF-phenyl ) CH 2 CH 2 - , ( 2 , 5-diF-phenyV ) CH 2 CH 2 - , 

2 , 6-diF-phenyl ) CH 2 CH 2 - , ( 3 , 4-diF-phenyl V:H 2 CH 2 - , 

3 , 5-diF-phenyl ) CH 2 CH 2 - , (2, 3 -diCl -phenyl )\h 2 CH 2 - , 
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(V 4-diCl-phenyl)CH 2 CH 2 -, ( 2 , 5-diCl-phenyl ) CH 2 CH 2 - , 
(2\6 -diC 1 -phenyl ) CH 2 CH 2 - , ( 3 , 4 -diCl -phenyl ) CH 2 CH 2 - , 
( 3 , V-diCl-phenyl ) CH 2 CH 2 - , (3 -F-4 -Cl-phenyl ) CH 2 CH 2 - , 
( 3 -F-te-Cl -phenyl ) CH 2 CH 2 - , (3 -Cl-4 -F-phenyl ) CH 2 CH 2 - , 
( 2 -MecXphenyl ) CH 2 CH 2 - , (3 -MeO-phenyl ) CH 2 CH 2 - , 
( 4 -MeO-plieny 1 ) CH 2 CH 2 - , (2 -Me -phenyl ) CH 2 CH 2 - , 
( 3 -Me -phenyl ) CH 2 CH 2 - , ( 4 -Me -phenyl ) CH 2 CH 2 - , 
( 2 -MeS-pheWl ) CH 2 CH 2 - , (3 -MeS-phenyl ) CH 2 CH 2 - , 
( 4 -MeS-phenVl ) CH 2 CH 2 - , (2 -CF 3 0-phenyl ) CH 2 CH 2 - , 
( 3 -CF 3 0-phenya ) CH 2 CH 2 - , ( 4 -CF 3 0-phenyl ) CH 2 CH 2 - , 

(furanyl)CHk:H 2 -, ( thienyl ) CH 2 CH 2 - , (pyridyl ) CH 2 CH 2 - , 
(2-Me-pyridyl)CH 2 CH 2 -, (3 -Me-pyridyl) CH 2 CH 2 - , 
( 4 -Me-pyridyl ) ChV:H 2 - , ( imidazolyl ) CH 2 CH 2 - , 
(oxazolyl)CH 2 CHV, ( isoxazolyl ) CH 2 CH 2 - , 
(benz imidazolyl ) GH 2 CH 2 - , ( cyclopropyl ) CH 2 CH 2 - , 
( cyclobutyl ) CH2CH2V, ( cyclopentyl ) CH 2 CH 2 - , 
(cyclohexyl)CH 2 CH 2 -\(morpholino)CH 2 CH 2 -, or 
(N-pipridinyl)CH 2 CH 2 -; \ 

R 10 is H, methyl, ethyl, phenyl, benzyl, phenethyl, 
4 -F-phenyl, ( 4 -F-phenyl ) ChA, ( 4 -F -phenyl ) CH 2 CH 2 - , 
4-Cl-phenyl, ( 4-Cl-phenyl ) ChV , ( 4-Cl-phenyl ) CH 2 CH 2 - , 
4 -CH 3 -phenyl, ( 4 -CH 3 -phenyl ) CHV- , ( 4 -CH 3 -phenyl ) CH 2 CH 2 
4 -CF 3 -phenyl, ( 4 -CF 3 -phenyl ) CH 2 V or 
(4-CF 3 -phenyl)CH 2 CH 2 -; \ 

R 11 , at each occurrence, is independently selected from 
H, =0, methyl, ethyl, phenyl, benzyl, phenethyl, 
4-F-phenyl, ( 4 -F-phenyl ) CH 2 - , ( 4 -F -phenyl ) CH 2 CH 2 - , 

3 - F-phenyl, ( 3 -F-phenyl) CH 2 - , (3-F-pheVyl) CH 2 CH 2 - , 

2- F-phenyl, ( 2 -F-phenyl ) CH 2 -, (2-F-phenVl) CH 2 CH 2 - , 

4- Cl-phenyl, ( 4-Cl-phenyl ) CH 2 - , (4-Cl-phWiyl) CH 2 CH 2 - , 

3- Cl-phenyl, ( 3 -Cl-phenyl ) CH 2 - , (3-Cl-pheWl ) CH 2 CH 2 - , 

4 - CH 3 -phenyl, ( 4 -CH 3 -phenyl ) CH 2 - , ( 4 -CH 3 -phenyl ) CH 2 CH 2 

3 - CH 3 -phenyl, ( 3 -CH 3 -phenyl ) CH 2 - , ( 3 -CH 3 -phenyl ) CH 2 CH 2 

4- CF 3 -phenyl, ( 4 -CF 3 -phenyl ) CH 2 - , ( 4-CF 3 -phenVl ) CH 2 CH 2 
pyrid-2-yl, pyrid-3-yl, or pyrid-4-yl, and \ 
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* 



ft V 

J R 13 , at each occurrence, is independently selected from 



H, F, CI, OH, -( 



-CH 2 CH 3/ -OCH 3/ or -CF 3 



10 



21. A\ method for the treatment of neurological disorders 
associated with (3-amyloid production comprising 
administering to a host in need of such treatment a 
therapeutically effective amount of a compound of Formula 
(I) : 



Q 



O r 5 R 5a R 1 
.N 




FT R 3a 6 




(I) 



15 



20 



or a pharmaceut\cally acceptable salt or prodrug thereof, 
wherein : 

A is 0 or S; 

Q is -NR 1 !* 2 ; 

R 1 is OR 14 ; 



25 



R 2 is independently selected from H, Ci-C 6 alkyl , C3-C10 
carbocycle, C6-C10 aWl, and 5 to 10 membered 
heterocycle containing 1 to 4 heteroatoms selected 
from nitrogen, oxygenA and sulphur; 



R3 is -(CR 7 R 7a ) n -R 4 - 

- (CR 7 R 7a ) n-S- (CR 7 R 7a )"m- 

- (CR 7 R 7a ) n -0-(CR 7 R 7a )n(\ 
3 0 - (CR 7 R 7a ) n -N(R 7b ) - (CR 7 R" 

- (CR 7 R 7a ) n -S(=0) - (CR 7 R 7a )m-1 

- (CR 7 R 7a ) n-S (=0) 2 - (CR 7 R 7a ) m -R 4 

- (CR 7 R 7a ) n -C(=0) - (CR 7 R 7a ) m -R 4 , 

- ( CR 7 R 7a ) n -N ( R 7b ) C ( =0 ) - ( CR 7 R 7a ) A-R 4 , 
35 - (CR 7 R 7a ) n -C(=0)N(R 7b ) - (CR 7 R 7a ) m \R 4 , 
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\ -(CR 7 R 7a ) n -N(R 7b )S(=0) 2 -(CR 7 R 7a ) m -R 4 / or 
\- (CR 7 R 7a ) n -S(=0) 2 N(R 7b ) - (CR 7 R 7a ) m -R 4 ; 



n is OAl, 2, or 3; 
m is 0, 1,\2, or 3 ; 



C3 



10 



R 3a is H, OH\ C1-C4 alkyl, C1-C4 alkoxy, C2-C4 alkenyl 
or C 2 -C4\alkenyloxy ; 



R 4 is H, OH, OR¥ a , 

C1-C6 alkyl ^substituted with - 0-3 R 4a , 
C 2 -C 6 alkenylVsubstituted with 0-3 R 4a , 
C 2 -C 6 alkynyl \ubstituted with 0-3 R 4a , 
15 C3-C10 carbocyclSe substituted with 0-3 R 4b , 

C 6 -Cio aryl substituted with 0-3 R 4b , or 
5 to 10 membered Weterocycle containing 1 to 4 

heteroatoms selecsted from nitrogen, oxygen, and 
sulphur, wherein siaid 5 to 10 membered heterocycle 
2 0 is substituted with\0-3 R 4b ; 



25 



R 4a , at each occurrence, is independently selected from is 
H, F, CI, Br, I, CF 3/ 

C3-C10 carbocycle substituted with 0-3 R 4b , 
Ce-Cio aryl substituted with\0-3 R 4b , or 
5 to 10 membered heterocycle (containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10\membered heterocycle 
is substituted with 0-3 R 4b j 



30 



35 



R 4b , at each occurrence, is indepen&en 
OH, CI, F, Br, I, CN, N0 2 , NR 15 R 
S(=0)CH 3 , S(=0) 2 CH 3 , 

Ci-Ce alkyl, C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxy, and C1-C4 halothioalkyl-S- ; 



selected from H, 
acetyl, SCH 3/ 



R 5 is H, OR 14 ; 
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10 



\ C1-C6 alkyl substituted with 0-3 R 5b ; 
K l~Ce alkoxy substituted with 0-3 R 5b ; 
C2VC6 alkenyl substituted with 0-3 R 5b ; 
C2-He alkynyl substituted with 0-3 R 5b ; 
C3-C3V carbocycle substituted with 0-3 R 5c ; 
C 6 -Ci 0 \iryl substituted with 0-3 R 5c ; or 
5 to lOVnembered heterocycle containing 1 to 4 

heteroktoms selected from nitrogen, oxygen, and 
sulphuA wherein said 5 to 10 membered heterocycle 
is substituted with 0-3 R 5c ; 



R 5a is H, OH, Ci-C 4 \ilkyl, C1-C4 alkoxy, C 2 -C 4 alkenyl, or 
C2-C4 alkenyloi 



\ n. 



CI 



S. I" 



15 R 5b , at each occurrence\ is independently selected from: 

H, Ci-C 6 alkyl, CF 3 \ OR 14 , Cl, F, Br, 1, =0, CN, N0 2 , 
NR 15 R 16. 

C3-C10 carbocycle substituted with 0-3 R 5c ; 

Ce-Cio aryl substi tutecJv with 0-3 R 5c ; or 
2 0 5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected fVom nitrogen, oxygen, and 
sulphur, wherein said 5\to 10 membered heterocycle 
is substituted with 0-3 R 5c ' 



25 



30 



R 5c , at each occurrence, is indepef 
OH, Cl, F, Br, I, CN, NO^ 
S(=0)CH 3 , S(=0) 2 CH 3 , 
Ci-Ce alkyl, C1-C4 alkoxy, 
C1-C4 haloalkoxy, and C1-C4 



^dently selected from H, 
\R 16 , CF 3 , acetyl, SCH 3 , 

.oalkyl , 
.oalkyl-S- ; 



R 6 is H; 

Ci-C 6 alkyl substituted with 0-3 R 6a ; 
C 3 -Cio carbocycle substituted with 0- 
C6-C10 aryl substituted with 0-3 R 6b ; 



R 6b ; or 



35 
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R 6 ^,\^at each occurrence, is independently selected from H, 



:!-C 6 alkyl, OR 14 , CI, F, Br, I, =0, CN, N0 2 , NR 15 R 16 , 
rl or CF3 ; 



! 3= 1 

; ~3 



m 



5 R 6b , at eateh occurrence, is independently selected from H, 
OH, CIV F, Br, I, CN, N0 2 , NR 15 R 16 , CF 3 , Ci~C 6 alkyl, 
C1-C4 alkoxy, C1-C4 haloalkyl, and C1-C4 haloalkoxy; 

R 7 , at each occurrence, is independently selected from H, 
10 OH, CI, F, Br, I, CN, N0 2 , CF 3 , phenyl and C1-C4 alkyl; 

R 7a , at each occurrence, is independently selected from H, 
OH, CI, F, Br, V CN, N0 2 , CF 3 , and C1-C4 alkyl; 

15 R 7b is independently selected from H and C1-C4 alkyl; 



Ring B is a 7 membered lad^am or thiolactam, 

wherein the lactam or \thiolactam is saturated, 

partially saturated or unsaturated; 
wherein each additional lactam carbon or thiolactam 

carbon is substituted with 0-2 R 11 ; and, 
optionally, the lactam contains a heteroatom selected 

from -0-, -S-, -S(=0)-, -^(=0) 2 -, -N=, -NH-, and - 

N(R 10 ) -; 



20 



25 



additionally, two R 11 substituents ofi adjacent atoms may be 
combined to form a benzo f use^ra^dical ; wherein said 
benzo fused radical is substitWb^J with 0-4 R 13 ; 



30 additionally, two R 11 substituents on a^Sts^it atoms may be 
combined to form a 5 to 6 membered h&teroaryl fused 
radical, wherein said 5 to 6 membered \heteroaryl fused 
radical comprises 1 or 2 heteroatoms selected from N, 
0, and S; wherein said 5 to 6 membered heteroaryl 

35 fused radical is substituted with 0-3 R 1 - 
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Np, Ci-C 6 alkyl, OR 14 , CI, F, Br, I, =0, CN, N0 2 , 
NR 15 R 16 , CF3; 

phenyl substituted with 0-3 R llb ; 

C3-6s cycloalkyl substituted with 0-3 R llb ; and 

5 to 15 membered heterocycle containing 1 to 4 

heteVoatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 6 membered heterocycle is 
substituted with 0-3 R llb ; 



10 



15 



*3 



20 



25 



30 



35 



R llb , at each occurrence, is independently selected from H, 
OH, CI, F, BrV I, CN, N0 2/ NR 15 R 16 , CF 3 , acetyl, SCH 3 , 
S ( =0 ) CH 3 , S ( =o\oCH 3 , 

C1-C6 alkyl, C1-V4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxy,\and C1-C4 halothioalkyl-S- 

Z is H; 

Ci-Cs alkyl substituted with 1-3 R 12 ; 

C2-C4 alkenyl substituted with 1-3 R 12 ; 

C2-C4 alkynyl substituted with 1-3 R 12 ; 

Ci-Ca alkyl substituted With 0-3 R 12a ; 

C2-C4 alkenyl substituted Vlth 0-3 R 12a ; 

C2-C4 alkynyl substituted w\th 0-3 R 12a ; 

Ce-Cio aryl substituted withxD-4 R 12b ; 

C3-C10 carbocycle substituted Vith 0-4 R 12b ; or 

5 to 10 membered heterocycle containing 1 to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 numbered heterocycle 
is substituted with 0-3 R 12b ; 

> 12 at each occurrence, is indepenc 

C6-C10 aryl substituted with 0-4 A 
C3-C10 carbocycle substituted with" 
5 to 10 membered heterocycle containing V to 4 

heteroatoms selected from nitrogen, oxygen, and 
sulphur, wherein said 5 to 10 membered r^eterocycle 
is substituted with 0-3 R 12b ; 



selected from 



2b- 



or 



• » 

R 12a , at each occurrence, is independently selected from 
H f \oH, CI, F , . Br , I, CN, N0 2 , NR 15 R 16 , -C ( =0) NR 15 R 16 , 
CF 3 \ acetyl , SCH 3 , S ( =0 ) CH 3 , S ( =0 ) 2 CH 3 , 
Ci-cXalkyl, C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 Valoalkoxy, or C1-C4 halothioalkyl-S-; 

R 12b , at each\occurrence, is independently selected from 
H, OH, cA F, Br, I, CN, N0 2 , NR 15 R 16 , CF 3 , acetyl, 
SCH 3 , S(=0\CH 3 , S(=0) 2 CH 3 , 

Ci-Ce alkyl\ C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxy, and C1-C4 halothioalkyl-S-; 

R 13 , at each occurrence, is independently selected from 
H, OH, Ci-C 6 alM, C1-C4 alkoxy, CI, F, Br, I, CN, 
N0 2 , NR 15 R 16 , and\CF 3 ; 

R 14 is H, phenyl, benzyl\ C1-C6 alkyl, C 2 -Ce alkoxyalkyl, o 
C 3 -Ce cycloalkyl; \ 

R 14a i s H/ phenyl, benzyl, oV C1-C4 alkyl; 

R 15 , at each occurrence, is independently selected from H, 
C1-C6 alkyl, benzyl, phene\hyl, (Ci-Ce alkyl ) -C ( =0) - , 
and (Ci-C 6 alkyl ) -S (=0) 2 - ; \ 

R 16 , at each occurrence, is independently selected from 
H, OH, C1-C6 alkyl, benzyl, phe^ethyl, 
(Ci-C 6 alkyl) -C(=0)-, and (Ci-C 6 \alkyl ) -S ( =0) 2 - ; 

R 17 is H, Ci-C 6 alkyl, C 2 -C 6 alko:>^J^^^ 

aryl substituted by 0-4 R 17a , o^V^\\ 
-CH 2 -aryl substituted by 0-4 R 17 ^N^J \\N 

R 17a is H, methyl, ethyl, propyl, butyl, meVhoxy, ethoxy, 
propoxy, butoxy, -OH, F, Cl, Br, I, CF^y 0CF 3 , SCH 3 , 
S(0)CH 3 , S0 2 CH 3 , -NH 2 , -N(CH 3 ) 2 , or Ci-cA haloalkyl ; 



R 1S , at each occurrence, is independently selected from 
\h, Ci-Ce alkyl, phenyl, benzyl, phenethyl, 

i^x-Ce alkyl) -C (=0) and (Ci-C 6 alkyl ) -S ( =0) 2 - ; and 

R 19 / a t e^fh occurrence, is independently selected from 
H, Oh\ci-C 6 alkyl, phenyl, benzyl, phenethyl, 
(Ci-C 6 \lkyl)-C(=0)-, and (Ci-C 6 alkyl ) -S ( =0) 2 - ; 

provided, when\R 13 is H, 
then Z is H; 

C4-C8 alkyl Substituted with 1-3 R 12 ; 

C2-C4 alkenyi\ substituted with 1-3 R 12 ; 

C2-C4 alkynyl Substituted with 1-3 R 12 ; 

Ci-Cs alkyl substituted with 0-3 R 12a ; 

C2-C4 alkenyl siibstituted with 0-3 R 12a ; or 

C2-C4 alkynyl substituted with 0-3 R 12a ; and 

provided, when ring B is\a 1 , 3 , 4 , 5- tetrahydro-1- ( Z ) -5- 
(R 10 ) -6,6,7, 7-tetra(R 1:L ) -2\4-dioxo-2H-l , 5-diazepin-3-yl 
core, and R 13 is H; then 

RlO is H, C(=0)R 17 , C(=0)OR' £ ^C(=0)NR 18 R 19 , 
S(=0) 2 NR 18 R 19 , S(=0) 2 R^ 

C1-C6 alkyl optionally s^s^i^ted with 0-3 R 10a ; 

R 10a , at each occurrence, is independently selected from 
H, Ci-C 6 alkyl, OR 14 , Cl, F, Br\l, =0, CN, N0 2 , 
NR 15 R 16 , and CF 3 

22. A pharmaceutical composition comprising a compound of 
Claim 1 and a pharmaceutic\lly acceptable carrier. 

23. A method for the treatment of neurological disorders 
associated with p-amyloid production comprising 
administering to a host in needVf such treatment a 
therapeutically effective amount Vf a compound of Claim 1. 
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C3 



! ft 



CI 
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